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Sir: 

Appellants submit this brief for the consideration of the Board of Patent Appeals 
and hiterferences in support of their appeal of the Office Action dated November 30, 
2006 in the above-identified application. A Notice of Appeal and a Response under 37 
C.F.R. §1.116 were filed on November 21, 2005, with the statutory fee of $500.00, and 
received by the United States Patent and Trademark Office on November 23, 2005. A 
Supplemental Response was filed on April 7, 2006. A further supplemental response 
were filed on May 23, 2006 and accompanied by non-patent literature (A copy of the 
Physician's Desk Reference ). An Appeal Brief with the statutory fee of $500.00 was also 
filed on May 23, 2006. The Appeal Brief was deemed non-compliant, as it made 
reference to the non-patent literature submitted in the May 23, 2006 Supplemental 
Response. The May 23, 2006 Supplemental Response was resubmitted on September 5, 
2006, and considered on September 8, 2006. A new Notice of Appeal is filed 
concurrently herewith in compUance with 37 C.F.R. 41.31. It is beheved that no fee is 
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due with the submission of this Appeal Brief, as fees for the Notice of Appeal and for the 
filing of an Appeal Brief as set forth in 37 CFR 41 .20 have been previously paid. If it is 
deemed that any fees are due in connection with the submission of this Appeal Brief, the 
Commissioner is hereby authorized to charge such deficiencies to Attorney Deposit 
Account No. 50-0552. 
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1. REAL PARTY IN INTEREST 

The real party in interest is Andrx Labs LLC, a U.S. company having a place of 
business at 4955 Orange Drive, Davie, FL 33314, USA, assignee of the entire right, title, 
and interest in the above-identified patent application; and the licensee, Sciele Pharma, 
Inc., a U.S. company having a place of business at Five Concourse Parkway 
Suite 1800 Atlanta, GA 30328. 

The invention was assigned by the inventors Chih-Ming Chen, Joseph Chou, and 
David Wong to Andrx Corporation. The assignment fi*om the inventors to Andrx 
Corporation was recorded on November, 8, 1999 at reel 010385, frame 0949. The 
invention was then assigned from Andrx Corporation to Andrx Labs, LLC. The 
assignment from Andrx Corporation to Andrx Labs LLC was recorded on February 25, 
2003 at reel 013788, frame 0187. 
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11. RELATED APPEALS AND INTERFERENCES 

Appellants and their legal representatives and assignee are not aware of any 
appeal or interference that directly affects, will be directly affected by, or will have a 
bearing on the decision in this appeal. 
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III. STATUS OF CLAIMS 

Claims 1-13, 18-19, 21-22, 25-29, 31-54, 57-71 and 76-81 are pending in this 
application. No claims have been allowed, all claims being subject to rejections in a 
Final Office Action dated July 21, 2005, Advisory Actions dated December 22, 2005 and 
April 26, 2006, and an Office Action dated November 30, 2006, and it is from this Final 
Office Action, subsequent Advisory Actions and most recent Office Action that this 
Appeal is taken. Claims 1-13, 18-19, 21-22, 25-29, 31-54 and 76-81 remain in the 
application and are appealed. A copy of these appealed claims is attached hereto as an 
Appendix. 
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IV. STATUS OF AMENDMENTS 

In the Response under 37 C.F.R. §1.116 filed November 21, 2005, and the 
Supplemental Responses filed April 7, 2006 and May 23, 2006, the claims were not 
amended. In the Advisory Action dated December 22, 2005, the Examiner indicated that 
the claims remain rejected as set forth in the Final Office Action of July 21, 2005. In the 
Advisory Action dated April 26, 2006, the Examiner indicated that the rejection under 35 
U.S.C. § 1 12, first paragraph was withdrawn in view of AppUcants' arguments. In the 
November 30, 2006 Office Action, the Examiner indicated that the provisional 
obviousness-type double patenting rejection over copending Application No. 10/603,254 
was withdrawn in view of the Terminal Disclaimer filed May 26, 2006. 
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V. SUMMARY OF CLAIMED SUBJECT MATTER 

A. Claim 1 

Independent claim 1 recites a controlled release oral solid dosage form for the 
reduction of serum cholesterol levels in humans comprising a drug comprising an alkyl 
ester of hydroxy substituted naphthalenes. See specification e.g. at page 3, lines 7-13. 

Claim 1 further recites that the dosage form comprises a controlled release carrier 
in an amount effective to provide a controlled release of the drug. See specification e.g. 
at page 4, lines 13-14. 

Claim 1 further recites the dosage form providing a mean time to maximum 
plasma concentration (Tmax) of the drug which occurs at 10 to about 32 hours after oral 
administration to human patients. See specification e.g. at page 4, lines 15-16 and page 
19, lines 39-42. 

Claim 1 further recites the dosage form providing a reduction in serum cholesterol 
levels when administered to human patients on a once-a-day basis. See specification e.g. 
at page 4, lines 17-18 and Table 12 at page 52. 

B. Claim 48 

Independent claim 48 recites a method for reducing serum cholesterol levels in 
humans, comprising orally administering a drug comprising an alkyl ester of hydroxy 
substituted naphthalenes in a controlled release oral soUd dosage form. See specification 
e.g. at page 3, lines 22-28. 

The method of claim 48 further recites that the dosage form provides a mean time 
to maximum plasma concentration (Tmax) of the drug which occurs at 10 to about 32 
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hours after oral administration of the dosage form to human patients. See specification 
e.g. at page 4, hnes 15-16 and page 19, lines 39-42. 

C Claim 58 

Independent claim 58 recites a method for reducing serum cholesterol levels in 
humans, comprising orally administering a drug comprising an alkyl ester of hydroxy 
substituted naphthalenes in a controlled release oral solid dosage form to human patients 
at dinner time. See specification e.g. at page 8, lines 16-18. 

Claim 58 further recites that the dosage form provides a mean time to maximum 
plasma concentration (Tmax) at 10.4 to about 20.6 hours after oral administration of a 
single dose to a population of human patients. See specification e,g, at page 8, lines 19- 
20. 

D. Claim 62 

Independent claim 62 recites a method for reducing serum cholesterol levels in 
humans, comprising orally administering a drug comprising an alkyl ester of hydroxy 
substituted naphthalenes in a controlled release oral solid dosage form to human patients 
at bedtime. See specification e.g. at page 9, lines 1-3. 

The method of claim 62 further recites that the dosage form provides a mean time 
to maximum plasma concentration (Tmax) which occurs at 10 to about 23.2 hours after 
oral administration. See specification e.g. at page 9, lines 4-5. 

E. Claim 70 

Independent claim 70 recites a method for improving the dose-response 
relationship achieved via the administration of a statin drug orally administered in 
immediate release form. See specification e.g. at page 9, lines 22-23. 
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The method of claim 70 further recites by orally administering the statin in a 
controlled release dosage form which provides a mean time to maximum plasma 
concentration (Tmax) of the statin drug which occurs at 10 to about 32 hours after oral 
administration to human patients. See specification e.g. at page 9, lines 24-26. 

R Claim 71 

Independent claim 71 recites a method for providing increased systemic 
bioavailability of lo vastatin, while at the same time not increasing the bioavailability of 
lovastatin acid, compared to an immediate release reference standard form of lovastatin. 
See specification e.g. at page 10, lines 22-25. 

The method of claim 71 recites the step of preparing a controlled release oral solid 
dosage form of lovastatin which comprises a therapeutically effective amount of 
lovastatin and a sufficient amount of a controlled release carrier. See specification e.g. at 
page 10, lines 25-27. 

The method of claim 71 further recites that the dosage form provides a dissolution 

of 

from about 0% to about 25% lovastatin released after 2 hours; see specification 
e.g. at page 10, lines 27-28; 

from about 40% to about 85% lovastatin released after 6 hours; see specification 
e.g. at page 10, lines 28-29; and 

not less than about 75% lovastatin released after 16 hours; see specification at 
page 10, line 29. 

The dissolution rate recited in claim 71 is measured in vitro in a Type 2 USP 23 
dissolution apparatus in 2%) sodium lauryl sulfate, pH buffer to 7.0 at 37^C and 50rpm. 
See specification e.g. at page 11, lines 1-2. 

The method of claim 7 1 further recites that the dosage form provides a mean time 
to maximum plasma concentration (Tmax) of the lovastatin from 10 to about 32 hours after 
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oral administration to human patients, and administering the dosage form to human 
patients on a once-a-day basis. See specification e.g. at page 11, lines 2-5. 

G. Claim 76 

Independent claim 76 recites a controlled release oral solid dosage form for the 
reduction of serum cholesterol levels in humans comprising a therapeutically effective 
amount of lovastatin and a controlled release carrier. See specification e.g. at page 3, 
lines 7-13; page 4, lines 13-14; and page 6, lines 10-11. 

The controlled release carrier of claim 76 is present in an amount effective to 
provide a controlled release of the lovastatin when the dosage form is orally 
administered. See specification e.g. at page 4, lines 13-14. 

Claim 76 further recites that the dosage form provides a mean time to maximum 
plasma concentration (Tmax) of the lovastatin which occurs at 9.8 to about 18.8 (14,3 ± 
4.5) hours after oral administration to human patients at bedtime. See specification e.g. at 
page 45, Table 6. 

H. Claim 77 

Independent claim 77 recites a controlled release oral sohd dosage form for the 
reduction of serum cholesterol levels in humans comprising a therapeutically effective 
amount of lovastatin and a controlled release carrier. See specification e.g. at page 3, 
lines 7-13; page 4, lines 13-14; and page 6, lines 10-11. 

The controlled release carrier of claim 77 is present in an amount effective to 
provide a controlled release of the lovastatin when the dosage form is orally 
administered. See specification e.g. at page 4, lines 13-14. 

Claim 77 further recites that the dosage form provides a mean time to maximum 
plasma concentration (Tmax) of the lovastatin which occurs at 10.6 to about 23.2 (16.9 ± 
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6.3) hours after oral administration to human patients at bedtime. See specification e.g. at 
page 45, Table 6. 

L Claim 78 

Lidependent claim 78 recites a method for reducing serum cholesterol levels in 
humans, comprising orally administering a therapeutically effective amount of lovastatin 
in a controlled release oral solid dosage form to human patients at bedtime. See 
specification e.g. at page 3, lines 7-13; page 4, lines 13-14; and page 6, lines 10-1 L 

The method of claim 78 further recites that the dosage form provides a mean time 
to maximum plasma concentration (Tmax) of the lovastatin which occurs at 9.8 to about 
18.8 (14.3 ± 4.5) hours after oral administration to human patients at bedtime. See 
specification e.g. at page 45, Table 6. 

J. Claim 79 

Independent claim 79 recites a method for reducing serum cholesterol levels in 
humans, comprising orally administering a therapeutically effective amount of lovastatin 
in a controlled release oral solid dosage form to human patients at bedtime. See 
specification e.g. at page 3, lines 7-13; page 4, lines 13-14; and page 6, lines 10-11. 

The method of claim 79 further recites that the dosage form provides a mean time 
to maximum plasma concentration (Tmax) of the lovastatin vv^hich occurs at 10.6 to about 
23.2 (16.9 ± 6.3) hours after oral administration to human patients at bedtime. See 
specification e.g. at page 45, Table 6. 

K. Claim 80 

Independent claim 80 recites a controlled release oral solid dosage form for the 
reduction of serum cholesterol levels in humans comprising a therapeutically effective 
amount of lovastatin and a controlled release carrier. See specification e.g. at page 3, 
lines 7-13; page 4, lines 13-14; and page 6, lines 10-11. 
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The controlled release carrier of claim 80 is present in an amount effective to 
provide a controlled release of the lovastatin when the dosage form is orally 
administered. See specification e.g. at page 4, lines 13-14. 

Claim 80 further recites that the dosage form provides a mean time to maximum 
plasma concentration (Tmax) of the lovastatin which occurs at 10.4 to about 20.6 (15.5 ± 
5.1) hours after oral administration to human patients with the evening meal. See 
specification e.g. at page 45, Table 6. 

L. Claim 81 

Independent claim 8 1 recites a method for reducing serum cholesterol levels in 
humans, comprising orally administering a therapeutically effective amount of lovastatin 
in a controlled release oral solid dosage form to human patients at bedtime. See 
specification e.g. at page 3, lines 7-13; page 4, lines 13-14; and page 6, lines 10-11. 

The method of claim 81 further recites that the dosage form provides a mean time 
to maximum plasma concentration (Tmax) of the lovastatin which occurs at 10.4 to about 
20.6 (15.5 ± 5.1) hours after oral administration to human patients with the evening meal. 
See specification e.g. at page 45, Table 6. 
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GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

The following grounds of rejection are presented for appeal: 

(1) Claims 1-13, 18, 19, 21, 22, 25-54, 57-71, and 76-81 have been rejected 
under 35 U.S.C. § 102(b) on the grounds of being anticipated by U.S. Patent No. 
5,376,383 to Alberts et al. 

(2) Claims 1-13, 18, 19, 21, 22, 25-29, 31-54, 57-71, and 76-81 have been 
rejected under 35 U.S.C. § 103(a) on the grounds of being obvious over U.S. 
Patent No. 5,837,379 to Chen et al. by itself or in view of Cheng et al. 
(Evaluation of Sustained/Controlled Release dosage forms of 3-Hydroxy-3- 
Methylglutaryl-Coenzyme A (HMG-CoA) Reductase Inhibitors in Dos and 
Humans, Pharmaceutical Research (1993), 10:1683-1687). 

(3) Claims 1-13, 18, 19, 21, 22, 25-47, 76-77, and 80 have been rejected on 
the grounds of being unpatentable under the judicially created doctrine of 
obvious-type double patenting over claims 1-12 of U.S. Patent No. 6,485,748 to 
Chen et al. in view of Remington's Pharmaceutical Science (18^^ Edition, 1990). 
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VIL ARGUMENT 



A. 35 U.S.C. $102 Rejection of Claims 1-13, 18-19, 21-22, 25-54, 57-71, and 
76-81 Based Upon U.S. Patent No> 5,376,383 to Alberts et al. 



1. The Examiner's rejection 

The first issue presented is whether claims 1-13, 18, 19, 21, 22, 25-54, 57-51, and 
76-81 are unpatentable under 35 U.S.C. § 102(b) as being anticipated by U.S. Patent No. 
5,376,383 to Alberts et al. (hereinafter "the Alberts reference"). In the Final Office 
Action, the Examiner stated the following: 

Alberts discloses a method of lowering plasma cholesterol levels 
by administering to a subject a time-controlled drug-delivery device 
containing a water-soluble HMG-CoA reductase inhibitor (lovastatin, 
pravastatin, etc.). Alberts discloses that using a sustained or controlled 
release provides for a single dose to yield an equivalent or improved effect 
as that of a rapid release formulation (col. 1, lines 39-50 and abstract). . . . 
The examples provide a controlled device comprising a core and a coat, 
which is substantially similar to instant disclosure Table 1 's general 
formula. 

Note that although the prior art does explicitly state the instant 
functional limitations, it is the examiner's position that the instant 
functional limitation is inherent since Albert's example 10 provides a 
release rate over an 18 hour period. Thus, the Tmax would inherently fall 
within [the] instant range. The recitation of a newly discovered fimction 
inherently possessed by the prior art, doe not make distinguish it fi:om the 
prior art. Further it is applicant's burden to prove otherwise. 

Final Office Action of July 2L 2005 at pages 3-4 {citations omitted). 



Li the December 22, 2005 Advisory Action, the Examiner responded to 
Appellants arguments in the November 21, 2005 Response to Final Office Action, as 
follows: 
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With regard to the 102 rejection over Alberts, the examiner points 
out that, the examiner has made a reasonable rationale for inherency and it 
is the applicants burden to prove it is not inherent with evidence. Note 
MPEP 716.01 II wherein it clearly states that the attorney arguments 
cannot [take] the place of evidence. 

Advisory Action of December 22, 2005 at page 2. 



In the April 26, 2006 Advisory Action, the Examiner responded to Appellants' 
arguments presented in the April 7, 2006 Supplemental Response as follows: 



As indicated in the Final Office Action, Table 1 provides the 
structure, which provides the instant functional limitations. The device 
provided in Table 1 only requires a core and an outer coating. The seal 
coat, an inner coat, and overcoat are not required since the claimed range 
encompasses zero. Zero clearly impUes that the coating is not required. 
Therefore, examiner points out that the instant structure as defined in 
Table 1 and that of the prior art are substantially the same used for the 
same purpose. With regard to the water-soluble polymer, Alberts 
examples utilize a water soluble polymer in the core. Therefore, the 
examiner has made a reasonable rationale for inherency. With regard to 
McClelland's structure is not similar to Albert's structure as argued by 
appHcant. 

Advisory Action of April 26, 2006 at page 2. 



In the November 30, 2006 Office Action, the Examiner further responded to 
Appellants' arguments presented in the April 7, 2006 Supplemental Response as follows: 



The Examiner acknowledges that McClelland's device is similar to 
the device disclosed in Example 3 of US '383. However, the examiner 
points out that example 3 has a release of less than 14 hours and the 
examiner's rationale is based on example 10, which has a release over an 
18-hour period and the same core as disclosed in the instant specification. 
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Applicant argues that Lescol is a once a day controlled release 
dosage form of fluvastatin and has a Tmax of 2.5 to 3 hours and thus not 
all controlled release dosage form comprising hydroxyl naphthalene will 
inherently have the instant Tmax. 

The relevance of this argument is unclear since Lescol s not the 
product taught in US [383]; thus this is not a comparison of the closest 
prior art. 

November 30. 2006 Office Action at pages 4-5. 

2. U.S. Patent No. 5,376,383 to Alberts et al. does not anticipate the claims 

a. Claims 1-13, 18-19, 21-22, 25-54, 57-71. and 76-81 

Appellants respectfully submit that the Alberts reference does not inherently teach 
the claimed Tmax parameters as recited in the present claims. 

Specifically, the Alberts reference does not inherently teach a controlled release 
dosage form of the present invention or a method of treatment with a controlled release 
dosage form of the present invention, which provides the following: 

a. a mean time to maximum plasma concentration (T^ax) of the drug which 
occurs at 10 to about 32 hours after oral administration as recited in claims 1, 48, 70, and 
71; 

b. a mean time to maximum plasma concentration (Tmax) which occurs at about 
1 1 to about 32 hours after oral administration as recited in claim 51; 

c. a mean time to maximum plasma concentration (Tmax) at 10.4 to about 20.6 
hours after oral administration as recited in claim 58; 

d. a mean time to maximum plasma concentration (Tmax) which occurs at 10 to 
about 23.2 hours as recited in claim 62; 

e. a mean time to maximum plasma concentration (Tmax) of lovastatin which 
occurs at 9.8 to about 18.8 (14.3 ± 4.5) hours after oral administration to human patients 
at bedtime as recited in claims 76 and 78; 
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f, a mean time to maximum plasma concentration (Tmax) of lovastatin which 
occurs at 10.6 to 23.2 (16.9 ± 4.5) hours after oral administration to human patients at 
bedtime as recited in claims 77 and 79; or 

g. a mean time to maximum plasma concentration (Tmax) of lovastatin which 
occurs at 10.4 to about 20.6 (15.5 ± 5.1) hours after oral administration to human patients 
with the evening meal as recited in claims 80 and 81. 

Li support of this position, submitted herewith is Gregory A. McClelland, et al., 
Enhancement of 3-Hvdroxv-3-methvlglutaryl-Coenzyme A (HMG-CoA) Reductase 
Inhibitor Efficacy Through Administration of a Controlled-Porositv Osmotic Pump 
Dosage Form , Pharmaceutical Research, Vol. 8., No. 7. 1991, which was submitted in the 
Appellants response dated April 7, 2006. As admitted by the Examiner in the November 
30, 2006 Office Action, the McClelland structure is similar to Albert's structure, 

McClelland et al. demonstrate in vivo data with respect to this formulation in 
Figure 2 on page 875, which depicts the peak of the plasma/concentration time curve at a 
time less than 5 hours . One skilled in the art would immediately recognize that this is not 
indicative of the Tmax recited in the presently claimed invention (e.g., 10 to about 32 
hours), to the extent that dog data is instructive with respect to humans. 

Therefore, assuming arguendo that the Examiner has provided a reasonable 
rational to establish inherency, Appellants respectfully submit that they have met their 
burden to prove that the pharmacokinetic parameters are not inherent with evidence, as 
requested by the Examiner, The evidence provided by Appellants shows that Example 3 
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of Alberts is virtually identical to the formulation of McClelland et al. and that the in- 
vivo data in McClelland at al. is not indicative of the Tmax of the present invention (e.g., 
10 to about 32 hrs). Therefore, by syllogism, Example 3 of Alberts would not inherently 
be indicative of the recited Tmax (e.g., 10 to about 32 hrs), as it is virtually identical to the 
McClelland formulation. 

Appellants submit that they have established that the claimed pharmacokinetic 
parameters are not inherent in the Alberts reference. In any event. Appellants 
respectfully submit that the Examiner did not establish a reasonable rational that the 
claimed pharmacokinetic parameters were inherent in the Alberts reference to begin with. 
To establish inherency, the extrinsic evidence "must make clear that the missing 
descriptive matter is necessarily present in the thing described in the reference, and that it 
would be so recognized by persons of ordinary skill." Continental Can Co. v. Monsanto 
Co,, 948 F.2d 1264, 1268, 20 U.S.P.Q.2D (BNA) 1746, 1749 (Fed. Cir. 1991). 
"Inherency, however, may not be established by probabilities or possibilities. The mere 
fact that a certain thing may result from a given set of circumstances is not sufficient." Id, 
at 1269, 20 U.S.P.Q.2D (BNA) at 1749 (quoting /w re Oelrich, 666 F.2d 578, 581, 212 
U.S.P.Q. 323, 326 (C.C.P.A. 1981). See also,/« reRijckaert 9 F.3d 1531, 28 U.S.P.Q.2d 
(BNA) 1955 (Fed. Cir. 1993) (reversed rejection, finding inherency was based on what 
would result due to optimization of conditions, not what was necessarily present in the 
prior art). 

Appellants respectfully submit that the Examiner did not meet her burden of proof 
to make an inherency rejection, as there is no indication in the Alberts reference that the 
claimed Tmax of the present invention must be "necessarily present" in the formulations 
described in the reference. It is further submitted that if one of ordinary skill in the art 
were able to manipulate the formulations of Alberts to achieve a formulation which met 
the present claimed limitations, one would have to optimize conditions , ingredients and 
parameters. For example, critical parameters such as compression force, particle size of 
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initial ingredients, and temperature/humidity conditions are not specified in the Alberts 
reference. 

To support her position that the Alberts reference inherently describes the 
presently claimed Tmax, the Examiner cited Example 10 of the Alberts reference in the 
July 21, 2005 Final Office Action and in the November 30, 2006 Office Action. 
However, Example 10 merely states that the formulation gave an 85% release over 18 
hours, and fails to provide any indication or suggestion for correlating a mean time to 
maximum plasma concentration (Tmax). "[A]nticipation by inherent disclosure is 
appropriate only when the reference discloses prior art that must necessarily include the 
unstated limitation." Atofina v. Great Lakes Chem. Corp., 441 F.3d 991, 1000 (Fed. Cir. 
2006). Appellants submit that an 85% release over 18 hours does not indicate that the 
formulation therein "must necessarily including the unstated limitation", i.e. the claimed 
mean time to maximum plasma concentration (Tmax). For example, a formulation which 
provides an initial burst of active agent within the first few hours, could have an early 
Tmax (e.g., 1 or 2 hours) while still releasing 85% active agent at 18 hours. 

In the November 30, 2006 Office Action, the Examiner questioned the relevance 
of Appellant^s submission of the Lescol XL product information, as Lescol XL contains 
fluvastatin; an alkyl ester of a hydroxyl substituted naphthalene not specifically 
exemplified in the Alberts reference. However, the Examiner also appears to conclude 
that formulating any alkyl ester of a hydroxyl substituted naphthalene into a controlled 
release dosage form will necessarily provide the claimed Tmax ranges (e.g., 10 to about 32 
hours). Therefore, Appellants submit that the submission of the Lescol XL prescribing 
information is relevant, as claim 1 is not limited to lovastatin, but is directed to an alkyl 
ester of hydroxyl substituted naphthalene. The Prescribing Information for Lescol XL , 
submitted in the Appellants response dated May 23, 2006, shows that all alkyl esters of a 
hydroxyl substituted naphthalene will not inherently provide the claimed Tmax ranges, as 
alleged by the Examiner. 
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Appellants respectfully point out that Lescol XL is a once-a-day controlled 
release dosage form of fluvastatin, an alkyl ester of a hydroxyl substituted naphthalene . 
As indicated in the Prescribing Information, Lescol XL provides peak concentration of 
fluvastatin within 2.5 to 3 hours post dose (i.e., a Tmax of 2.5 to 3 hours). This is in 
contrast to the Tmax ranges (e.g., 10 to about 32 hours) provided by the present invention. 
In view of this information, Appellants respectfully submit that including a hydroxyl 
substituted naphthalene into a controlled release dosage form will not inherently provide 
the claimed Tmax ranges (e.g., 10 to about 32 hours). 

Further, the Examiner's "reasonable rationale" for establishing inherency is based 
on the misconception that the Alberts examples and the general formula of Table I of the 
present application are substantially the same. However, the formulations described by 
Alberts are remarkably different from those taught by the present application and 
therefore the conclusion that the Alberts formulations inherently disclose the 
pharmacokinetic parameters and dissolution profiles of the claimed controlled release 
dosage forms is incorrect. 

Table I of the present application shows that a tablet that can be modified to 
exhibit the claimed pharmacokinetic parameters can contain a) an inner core containing 
an alkyl ester of a substituted naphthalene, a water swellable polymer, and an osmotic 
agent and b) an outer coating containing an enteric polymer and a water-insoluble 
polymer. In contrast, Alberts describes tablets with cores that do not contain water 
swellable polymers (examples 3-7) and tablets that contain drug mixed with a water 
swellable polymer, but do not have an outer coating containing an enteric polymer and a 
water-insoluble polymer (examples 8-16). 

The Examiner alleges that the coating is not required because Table I includes 
ranges which encompass zero. However, Appellants submit that the claims are not meant 
to encompass any formulation that may fall within the general ranges of Table I of the 
present application. Rather, the claims are meant to encompass only those formulations 
which exhibit the claimed Tmax parameters. The exemplified formulations which exhibit 
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the pharmacokinetic data of the instant claims contain a core, a seal coat, an inner coating 
containing an enteric polymer, an outer coating containing an enteric polymer and a water 
insoluble polymer, and an optional overcoat (see examples 5-9 on pages 35-38; pages 40- 
44; and tables 6-8). It is noted that the present claims are not limited to these exemplified 
formulations and that other formulations which exhibit the claimed pharmacokinetic 
parameters are encompassed by the claimed invention. For example, pages 19 to 24 of 
the present specification disclose many different types of formulations which can be 
modified to provide the claimed pharmacokinetic parameters. 

In accordance with the above, Appellants respectfully submit that the Alberts 
reference does not teach or suggest the presently claimed compositions and methods 
which recite the claims Tmax Hmitations. 

In addition, Appellants respectfully submit that the Alberts reference does not 
teach or suggest the claimed method for improving the dose-response relationship 
achieved via the administration of a statin drug orally administered in immediate release 
form as recited in claim 70. 

Applicants further submit that the Albert reference does not teach or suggest the 
claimed method for providing increased systemic bioavailability of lovastatin, while at 
the same time not increasing the bioavailability of lovastatin acid, compared to an 
immediate release reference standard form of lovastatin as recited in claim 71. The 
Alberts reference also does not teach or suggest the claimed dissolution parameters as 
recited in claim 71. 

Accordingly, Appellants respectfully request that the rejection over the Alberts 
reference be removed. 
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B. 35 U.S.C. §103 Rejection of Claims 1-13, 18-19. 21-22, 25-29. 31-54, 57-71 and 76- 
81 Based Upon U.S. Patent No. 5.837,379 to Chen et al. 

1. The Examiner's rejection 

The second issue presented is whether claims 1-13, 18, 19, 21, 22, 25-29, 31-54, 
57-71 and 76-81 are unpatentable under 35 U.S.C. §103(a) as being obvious over U.S. 
Patent No. 5,837,379 to Chen et al. 

In the final Office Action, the Examiner stated the following: 



Chen et al disclose a once daily pharmaceutical tablet having a 1) 
compressed core contains a medicament, a water-soluble osmotic 
compound, and one or more osmotic polymers, and 2) a membrane 
coating containing a water insoluble pharmaceutically acceptable polymer 
and an enteric polymer. See abstract. Although nifedipine is exemplified, 
Chen teaches various water-insoluble medicaments that may be utilized, 
including instant lovastatin. See column 2, line 64. 



It is deemed obvious to one of ordinary skill in the art at the time 
the invention was made to look to the guidance provided by Chen et al and 
include the instant lovastatin in the controlled release dosage form. One 
would have been motivated to do so since Chen teaches a variety of 
medicaments that would benefit from the use of the instant controlled 
release formulation and teaches the instant active as one of the suitable 
medicaments. Therefore, one could reasonably expect similar results by 
including lovastatin in Chen's controlled release device. 

Furthermore, it is the examiner*s position that the instant controlled 
release device would meet the instant functional limitations since Chen's 
controlled release device is similar in structure and formulation to 
applicant's dosage form described in the specification; in particular Table 
1. Therefore, it is the examiner's position that both would function 
similarly if not the same since the structures of the instant invention and 
that of the prior art are the same. 



Final Office Action of July 2L 2005 at pages 7-8. 
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In the December 22, 2005 Advisory Action, the Examiner responded to 
Appellants arguments in the response to Final Office Action as follows: 

With regard to the obviousness rejection over Chen, the examiner 
has not argued that nifedipine and lovastatin have similar structures, rather 
the examiner has argued that the controlled release dosage form taught by 
Chen is structurally similar to applicant's. Thus it is the examiner's 
position that the controlled release dosage form would provide the 
instantly claimed Tmax. The examiner notes that lovastatin is not 
exemplified and is taught as a suitable drug among other drugs, thus the 
examiner has made the rejection under obviousness wherein the criteria 
for obviousness is that the prior art provides some suggestion or 
motivation to utiHze the instantly claimed drug. In instant case, Chen 
teaches lovastatin is a suitable drug to utilize in the dosage form. 

Advisory Action of Dec. 22, 2005 at page 2. 



In the April 26, 2006 Advisory Action, the Examiner responded to Appellants 
arguments in the April 7, 2006 Supplemental Response as follows: 

Although the pharmacokinetics of nifedipine are exemplified, a 
skilled artisan [] would have been motivated to substitute nifedipine with 
the instant lovastatin and expect similar pharmacokinetic values since 
Chen clearly suggests the use of other drugs in place of nifedipine. 

April 26, 2006 Advisory Action at pages 2-3. 

In the November 30, 2006 Office Action, the Examiner responded to Appellants' 
arguments in the April 7, 2006 Supplemental Response as follows: 



[T]he motivation of utilizing lovastatin is within the disclosure of Chen 
itself The examiner points out that the selection of a drug is prima facie 
obviousness depending on the disease to be treated. 

The examiner's position is that Chen's controlled release device is similar, 
if not same, to the instantly claimed controlled device and thus the prior 
art's controlled release device will meet the instantly claimed functional 
limitations including the instant Tmax. The premise is not that one would 
expect similar results since nifedipine and the instant alkyl esters of 
hydroxyl substituted napthalenes are the same. 
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Applicant argues that Lescol is a once a day controlled release 
dosage form of fluvastatin and has a Tmax of 2.5 to 3 hours and thus not 
all controlled release dosage form comprising hydroxyl naphthalene will 
inherently have the instant Tmax. 

The relevance of this argument is unclear since Lescol s not the 
product taught in US 379; thus this is not a comparison of the closest prior 
art. 

November 30, 2006 Office Action at pages 10-13. 

2. U.S. Patent No. 5,837,379 to Chen et al. does not render the claims obvious 
a. Claims 1-13. 18-19. 21-22, 25-29, 31-54, 57-71 and 76-81 

Appellants respectfully submit that Chen et al. fail to teach or suggest the present 
formulation comprising an alkyl ester of hydroxy substituted naphthalenes with the 
claimed pharmacokinetic parameters. 

In rejecting the claims over Chen et al., the Examiner has again questioned the 
relevance of Appellant's submission of the Lescol XL product information, as Lescol XL 
contains fluvastatin; an alkyl ester of a hydroxyl substituted naphthalene not specifically 
exemplified in the Chen reference. However, the Examiner again appears to conclude 
that formulating ^ly an alkyl ester of a hydroxyl substituted naphthalene into a controlled 
release dosage form will necessarily provide the claimed Tmax ranges (e.g., 10 to about 32 
hours). However, the Examiner also appears to conclude that formulating any alkyl ester 
of a hydroxyl substituted naphthalene into a controlled release dosage form will 
necessarily provide the claimed Tmax ranges (e.g., 10 to about 32 hours). Therefore, 
Appellants submit that the submission of the Lescol XL prescribing information is 
relevant, as claim 1 is not limited to lovastatin, but is directed to an alkyl ester of 
hydroxyl substituted naphthalene. The Prescribing Information for Lescol XL , submitted 
in the Appellants response dated May 23, 2006, shows that all alkyl esters of a hydroxyl 
substituted naphthalene will not inherently provide the claimed Tmax ranges, as alleged by 
the Examiner. 
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As indicated in the Prescribing Information, Lescol XL provides peak 
concentration of fluvastatin within 2.5 to 3 hours post dose (i.e., a Tmax of 2.5 to 3 
hours). This is in contrast to the Tmax ranges (e.g., 10 to about 32 hours) provided by the 
present invention. In view of this information. Appellants respectfully submit that 
including a hydroxyl substituted naphthalene into a controlled release dosage form will 
not inherently provide the claimed Tmax ranges (e.g., 10 to about 32 hours). 

Appellants respectfully submit that Chen et al. fail in the very least to teach, hint 
or suggest the Tmax range recited in the present claims. The only data provided in this 
patent directed to in- vivo results is data directed to dosage forms of nifidepine, which is 
not in any way related to, e.g., HMG-CoA Reductase Inhibitors. None of the exemphfied 
formulations include a drug that is a HMG-CoA Reductase Inhibitor, and no information 
is provided in this reference concerning a desired time to maximum plasma concentration 
for any drug, let alone a HMG-CoA Reductase Inhibitor. Further, there is no statement in 
Chen et al. relating to Tmax? and there is no suggestion in Chen et al. that the in-vivo 
plasma levels achieved in the examples of the reference would be desirable for controlled 
or sustained release formulations containing the class drugs known as alkyl esters of 
hydroxyl substituted napthalenes. 

Appellants respectfully submit that it is only with the benefit of the disclosure of 
the present application, that one skilled in the art would be motivated to prepare a 
formulation that provides a time to maximum plasma concentration (Tmax) as recited in 
the present claims. Accordingly, the Examiner used impermissible hindsight reasoning in 
making this rejection. 

The physical characteristics (e.g., solubility, melting point) for any given drug are 
typically different. These characteristics must be considered in formulating the drug. 
Chen et al. does not exemplify any formulations containing an alkyl ester of hydroxy 
substituted naphthalene, nor does it provide any specific guidance with respect to 
formulating such an agent. For example, there is no teaching of compression forces or 
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temperature and humidity processing parameters for preparing a formulation containing 
an alkyl ester of hydroxy substituted naphthalene. Therefore, assuming one skilled in the 
art could formulate an alkyl ester of hydroxy substituted naphthalene in accordance with 
the teachings of Chen et al. to achieve the claimed Tmax parameters, such formulation 
would be a result of optimization of conditions. Therefore the Examiner is incorrect to 
state that "... both would function similarly if not the same since the structures of the 
instant invention and that of the prior art are the same." See In re Rijckaert 9 F.3d 1531, 
28 U.S.P.Q.2d (BNA) 1955 (Fed. Cir. 1993) (reversed rejection, finding inherency was 
based on what would result due to optimization of conditions, not what was necessarily 
present in the prior art). 

Further, Applicants note that the foundational facts for a prima facie case of 
obviousness are: (1) the scope and content of the prior art; (2) the difference between the 
prior art and the claimed invention; and (3) the level of ordinary skill in the art. Graham 
V, John Deere Co., 383 U.S. 1, 17-18 (1966). Moreover, objective indicia such as 
commercial success and long felt need are relevant to the determination of obviousness. 
Stratoflex, Inc. v. Aeroquip Corp., 713 F.2d 1530, 1538, 218 U.S.P.Q. (BNA) 231, 236 
(Fed, Cir. 1983). 

Chen et al. is directed to controlled release dosage forms and only incidentally 
mentions lovastatin, fluvastatin, simvastatin, and pravastatin in an exhaustive hst (see 
column 2, line 51 to column 3, line 1 1 of Chen et al.) of over one hundred possible agents 
including various classes of drugs and specific drugs in multiple forms {e.g., salts, esters, 
etc.) and there is no motivation in Chen to produce dosage forms of these compounds 
having the claimed pharmacokinetic parameters. In contrast, the present application 
clearly demonstrates the benefits and need for these dosage forms in Table 12, which 
shows the advantage of a formulation of the present invention (Lovastatin XL) over 
immediate release Mevacor®, with respect to changes in LDL- cholesterol, HDL- 
cholesterol, Total Cholesterol, and Triglycerides. 
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Appellants respectfully submit that one skilled in the art would not be motivated 
to select the particular claimed agent (i.e., an alkyl ester of hydroxy substituted 
naphthalenes) from the large genus disclosed at column 2, hne 51 to column 3, line 1 1 of 
Chen et al. In support of this position, it is respectfully submitted that with respect to 
Chen et al., (i) the size of the genus is not sufficiently small as to render each member of 
the genus inherently disclosed, (ii) the reference does not expressly teach a particular 
reason to select the claimed agent; and (iii) there is no teaching of structural similarity in 
the reference. See MPEP 8^^ Edition, 2nd revision 2144.08 II (A)(4)(A-C). A discussion 
of these points follows: 

(i) The size of the genus is not sufficientiy small as to render each member of 
the genus inherently disclosed 

The fact that a claimed species or subgenus is encompassed by a prior art genus is 
not sufficient by itself to establish a prima facie case of obviousness. In re Baird, 16 F.3d 
380, 382, 29 USPQ2d 1550, 1552 (Fed. Cir. 1994). Some motivation to select the 
claimed species or subgenus must be taught by the prior art. See e.g. , In re Deuel, 5 1 
F.3d 1552, 1558-59, 34USPQ2d 1210, 1215 (Fed. Cir. 1995). 

It is respectfully submitted that the size of the possible active agents which can be 
used in accordance with Chen et al. is sufficiently large as not to inherently disclose each 
and every individual species (in this case, lovastatin, fluvastatin, simvastatin, and 
pravastatin) which falls within their broad genus. 

(ii) The reference does not expressly teach a particular reason to select the 
claimed agent 

If a prior art reference expressly teaches a particular reason to select the claimed 
species, the Examiner should point out the express disclosure which would have 
motivated one of ordinary skill in the art to select the claimed species. See MPEP 8^^ 
Edition, 2nd revision 2144.08 II (A)(4)(B). It is respectfully submitted that the only 



28 



300.1003 



recitation of lovastatin, fluvastatin, simvastatin, and pravastatin in Chen et al. is 
embedded within a large genus. Accordingly, the Chen et al. reference does not 
expressly teach a particular reason to select an alkyl ester of hydroxy substituted 
naphthalenes, such as lovastatin, from the plethora of other possible species in the genus 
of the reference. 

(iii) There is no teaching of structural similarity in the reference 

If a preferred species is structurally similar to that claimed, its disclosure may 
motivate one of ordinary skill in the art to choose the claimed species from the genus. 
See, e.g.Jn re Dillon, 919 F. 2d 688, 693,696, 16 USPQ2d 1897, 1901, 1904 (Fed. Cir. 
1990). It is noted that the preferred active agents exemplified in Chen et al. is nifedipine 
in Examples 1 and 2. 

It is respectively submitted that nifedipine is not similar in structure to lovastatin, 
fluvastatin, simvastatin, and pravastatin (the alkyl esters of hydroxy substituted 
naphthalenes described in Chen) and does not provide similar pharmacological activity. 
Nifedipine is a calcium channel blocker which is used primarily for the treatment of 
hypertension, while lovastatin, fluvastatin, simvastatin, and pravastatin are HMG COA 
reductase inhibitors for the treatment of hypercholesterolemia. Structurally, nifedipine is 
a dihydropyridine compound and lovastatin, fluvastatin, simvastatin, and pravastatin are 
lactone based structures. In order to exempUfy, the structures of these lovastatin and 
nifedipine are set forth below in order to show the dissimilar structures of these agents: 
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Nifedipine Lovastatin 

Accordingly, as Chen et al. does not teach any preferred species which have 
structural similarity to lovastatin, fluvastatin, simvastatin, and pravastatin, there is no 
motivation therein to one skilled in the art to select these agents from the large genus 
disclosed therein. 

Although the Examiner stated that she has not argued that nifedipine and 
lovastatin have similar structures, but that the controlled release dosage form taught by 
Chen et al is structurally similar to Appellants, the structure of the controlled release 
dosage form would ultimately be altered with the inclusion of lovastatin. The differences 
in structure, pharmacological properties, and characteristics, of the species of active agent 
would be considered by one or ordinary skill in the art in the preparation of a controlled 
release formulation. Any teaching or suggestion in the reference of a preferred species 
that is significantly different in structure from the claimed species weigh against selecting 
the later selected species. See, e.g., In re Baird, 16 F.3d 382-83, 29 USPQ2d 1552 (Fed. 
Cir. 1994). Accordingly, the examples of Chen et al. directed to a compound (i.e. 
nifedipine) that is not structurally similar to lovastatin, fluvastatin, simvastatin, and 
pravastatin (as discussed above) is fiirther evidence that one skilled in the art would not 
be motivated to select these compounds from the genus described therein. 
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The broad ranges described in the present specification at Table 1 provide 
guidance to one of ordinary skill in the art to prepare a dosage form of the present 
invention with routine experimentation. One skilled in the art would appreciate that 
formulations of alkyl esters of hydroxy substituted naphthalenes could be prepared that 
do not meet the limitations of claim 1, but would generically fall with the ranges of Table 
1 of the present application. 

In accordance with the above, Appellants respectfully submit that Chen at al. does 
not teach or suggest the presently claimed compositions and methods which recite the 
claimed Tmax limitations. 

In addition, Appellants respectfully submit that Chen et al. does not teach or 
suggest the claimed method for improving the dose-response relationship achieved via 
the administration of a statin drug orally administered in immediate release form as 
recited in claim 70. 

Applicants further submit that Chen et al. does not teach or suggest the claimed 
method for providing increased systemic bioavailability of lovastatin, while at the same 
time not increasing the bioavailability of lovastatin acid, compared to an immediate 
release reference standard form of lovastatin as recited in claim 71. Chen et al. also does 
not teach or suggest the claimed dissolution parameters as recited in claim 71. 

Therefore, as Chen et al. fails to teach or suggest the presently claimed invention, 
Appellants respectfully submit that the claims are patentable over Chen et al. and 
respectfully request that this rejection be reversed. 
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C. Obviousness-Type Double Patent Rejections based upon U.S. Patent No. 
6.485J48. 

1. The Examiner's rejection 

The third issue presented is whether claims 1-13, 18, 19, 21, 22, 25-47, 76-77, and 
80 are unpatentable over claims 1-12 of U.S. Patent No. 6,485,748 under the judicially 
created doctrine of obviousness-type double patenting. In the Final Office Action, the 
Examiner stated that "[ajlthough US patent '748 recites a generic slightly v^ater-soluble 
drug, the specification defines lovastatin as a drug that falls within this category. 

In the December 22, 2005 Advisory Action, the Examiner stated that . . the 
examiner notes that US patent does not claim the instant Tmax, however, the examiner 
notes that US patent's claimed dosage form is capable of providing the instantly claimed 
Tmax, " and further stated in the November 30, 2006 Office Action that the dosage forms 
of the instant application and that of the 748 patent "would function in a similar manner 
[] since both claim the same drug and the same controlled release structure." 

2. The double patenting rejection over U.S. Patent No. 6,485,748 should be 
reversed. 

a. Claims 1-13. 18, 19. 21, 22, 25-47. 76-77 

Appellants note that when considering when the invention defined in the claim of 
an application is an obvious variation of the invention defined in the claims of a patent, 
the disclosure of the patent may not be used as prior art. However, the specification can 
be used as a dictionary to learn the meaning of a term in the patent claim, or be examined 
with respect to those portions which provide support for the claims (See MPEP 8^^ 
Edition, Revision 2, Section 804(2)(B)(1)). 

It is respectfully submitted that the claims of the '748 patent fail in the very least 
to teach, hint or suggest the T^ax ranges recited in the present claims. In addition, there 
are no dependent claims directed to alkyl esters of hydroxy substituted naphthalenes or 
even the general class of HMG Co A reductase inhibitors. In fact, the only dependent 
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claims directed to specific drugs are directed to calcium channel blockers (claims 2 and 
3). Furthermore, the specification of the '748 patent, like that of the Chen et al. '379 
patent, only incidentally mentions lovastatin, fluvastatin, simvastatin, and pravastatin in 
an exhaustive list (see column 2, line 58 to column 3, line 16 of the '748 patent) of over 
one hundred possible agents including various classes of drugs and specific drugs in 
multiple forms (e.g., salts, esters, etc.). The only in-vivo data provided in the '748 patent 
is data directed to dosage forms of nifidepine, which is not in any way related to, e.g., an 
alkyl ester of hydroxy substituted naphthalenes, as described above. None of the 
exemphfied formulations include a drug that is an alkyl ester of hydroxy substituted 
naphthalenes, and no information is provided in this reference concerning a desired time 
to maximum plasma concentration for any drug, let alone an alkyl ester of hydroxy 
substituted naphthalenes. Moreover, there is no statement in either the specification or 
the claims of the '748 patent relating to Tmax, or suggestion that the in-vivo plasma levels 
achieved in the examples of the reference would be desirable for controlled or sustained 
release formulations containing the class drugs known as alkyl esters of hydroxy 
substituted napthalenes. 

Appellants respectfully submit that it is only with the benefit of the disclosure of 
the present application, that one skilled in the art would be motivated to prepare a 
formulation that provides a time to maximum plasma concentration (Tmax) as recited in 
the present claims. Accordingly, the Examiner used impermissible hindsight reasoning in 
making this rejection. 

Therefore, it is respectfully submitted that the claims of the '748 patent do not 
teach or suggest the presently claimed invention Appellants respectfully request that the 
obviousness rejection over the '748 patent be reversed. 
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Conclusion 

Applicants respectfiilly submit that for the foregoing reasons the final rejections 
of claims should be reversed, and that the present claims are in condition for allowances 

Prompt consideration of the arguments presented herein and reversal of the final 
rejections is earnestly solicited. 



Respectfully submitted, 

DAVIDSON, DAVIDSON & KAPPEL, LLC 




Reg. No. 41,240 



DAVIDSON, DAVIDSON & KAPPEL, LLC 
485 Seventh Avenue, 14* Floor 
_ New York, NY 10018 
Tel: (212)736-1940 
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VIIL CLAIMS APPENDIX 

Claim 1. (Previously presented) A controlled release oral solid dosage form for the 
reduction of serum cholesterol levels in humans comprising a drug comprising an alkyl 
ester of hydroxy substituted naphthalenes and a controlled release carrier in an amount 
effective to provide a controlled release of the drug, the dosage form providing a mean 
time to maximum plasma concentration (Tmax) of the drug which occurs at 10 to about 32 
hours after oral administration to human patients, the dosage form providing a reduction 
in serum cholesterol levels when administered to human patients on a once-a-day basis. 

Claim 2. (Previously presented) The controlled release oral solid dosage form of claim 1, 
which includes an amount of a controlled-release carrier for said drug effective to release 
said drug in about 4 to 30 hours in vitro in a Type 2 USP 23 dissolution apparatus in 2% 
sodium lauryl sulfate, pH buffer to 7.0 at 37"* C and 50rpm. 

Claim 3. (Original) The controlled release oral soUd dosage form of claim 1, which 
provides a dissolution of from about 0% to about 25% drug released after 2 hours; from 
about 40% to about 85% drug released after 6 hours; and not less than about 75% drug 
released after 16 hours, when measured in vitro in a Type 2 USP 23 dissolution apparatus 
in 2% sodium lauryl sulfate, pH buffer to 7.0 at 37** C and 50rpm. 

Claim 4. (Original) The controlled release oral soUd dosage form of claim 1, which 
provides a dissolution of from about 0% to about 20% drug released after 2 hours; from 
about 50% to about 80% drug released after 6 hours; and not less than about 80% drug 
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released after 16 hours, when measured in vitro in a Type 2 USP 23 dissolution apparatus 
in 2% sodium lauryl sulfate, pH buffer to 7.0 at 37*^C and 50rpm. 

Claim 5. (Original) The controlled release oral solid dosage form of claim 1, which 
provides a dissolution of from about 10% to about 15% drug released after 2 hours; from 
about 65% to about 75% drug released after 6 hours; and not less than about 79%) drug 
released after 16 hours, when measured in vitro in a Type 2 USP 23 dissolution apparatus 
in 2% sodium lauryl sulfate, pH buffer to 7.0 at 37*'C and 50rpm. 

Claim 6. (Original) The controlled release oral solid dosage form of claim 1, which 
provides a mean time to maximum plasma concentration about 14 to about 24 hours after 
oral administration. 

Claim 7. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin, said dosage form providing a mean maximum plasma concentration (Cmax) of 
lovastatin from about 1 ng/ml to about 8 ng/ml, based on a 40 mg dose of lovastatin, after 
administration to human patients. 

Claim 8. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin, said dosage form providing a maximum plasma concentration (Cmax) of the 
drug of from about 3 ng/ml to about 4 ng/ml (based on a 40 mg dose of lovastatin), after 
administration to human patients. 
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Claim 9. (Previously presented) The controlled release dosage form of claim 1, wherein 
the drug is selected from the group consisting of lovastatin, mevastatin, pravastatin, 
simvastatin, and mixtures thereof 

Claim 10. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin. 

Claim 1 1 . (Original) The controlled release dosage form of claim 1 , wherein the drug is 
lovastatin in an amount of from about 10 to about 80 mg. 

Claim 12. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin, and the dosage form provides a mean AUCo-48hr of lovastatin from about 15 to 
about 90 ng-hr/ml 

Claim 13. (Original)The controlled release dosage form of claim 1, wherein the drug is 
lovastatin, and the dosage form provides a mean AUCo-48hr of lovastatin from about 34 to 
about 77 ng-hr/ml. 

Claims 14-17. (Cancelled) 

Claim 18. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin and the dosage form provides a mean AUCo-48hr of lovastatin acid from about 
9.96 to about 132.54 ng hr/ml. 
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Claim 19. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin and the dosage form provides a mean AUCo-48hr of lovastatin acid from about 
47.5 to about 91.2 ng-hr/ml. 

Claim 20. (Cancelled) 

Claim 21. (Previously presented) The controlled release dosage form of claim 1, v^hich 
provides a mean maximum plasma concentration (Cmax) of total HMG-CoA Reductase 
Inhibitors from about 4.7 ng/ml to about 25.4 ng/ml, based on a 40 mg dose of lovastatin. 

Claim 22. (Previously presented) The controlled release dosage form of claim 1, which 
provides a mean maximum plasma concentration (Cmax) of total HMG-CoA Reductase 
Inhibitors from about 10.5 ng/ml to about 17.3 ng/ml, based on a 40 mg dose of 
lovastatin. 

Claims 23-24. (Cancelled) 

Claim 25. (Previously presented) The controlled release dosage form of claim 1, which 
provides a mean maximum plasma concentration (Cmax) of active HMG-CoA Reductase 
Inhibitors from about 2.1 ng/ml to about 22.5 ng/ml, based on a 40 mg dose of lovastatin. 
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Claim 26. (Previously presented) The controlled release dosage form of claim 1, which 
provides a mean maximum plasma concentration (Cmax) of active HMG-CoA Reductase 
Inhibitors from about 6.4 ng/ml to about 13.4 ng/ml. 

Claim 27. (Original) The controlled release oral solid dosage form of claim 1, which 
provides a mean time to maximum plasma concentration (T^ax) which occurs at about 1 1 
to about 32 hours after oral administration of a single dose of said drug to human 
patients in the morning. 

Claim 28. (Original) The controlled release oral solid dosage form of claim 27, wherein 
the dosage form provides a mean time to maximum plasma concentration (Tmax) which 
occurs at about 16 to about 32 hours after oral administration of a single dose after 
breakfast (in the fed state). 

Claim 29. (Original) The controlled release oral solid dosage form of claim 28, wherein 
the drug is lovastatin and the dosage form provides a mean maximum plasma 
concentration (Cmax) of the drug from about 1.5 ng/ml to about 4.5 ng/ml, based on a 40 
mg dose of lovastatin, after oral administration of a single dose after breakfast (in the fed 
state). 

Claim 30. (Cancelled) 
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Claim 31. (Original) The controlled release oral solid dosage form of claim 1, which 
when administered in the morning in the fed state, provides a mean time to maximum 
plasma concentration (Tmax) which occurs at from about 22 to about 26 hours after 
administration. 

Claim 32. (Original) The controlled release dosage form of claim 1, wherein the drug is 
lovastatin, said dosage form providing a mean maximum plasma concentration (Cmax) of 
lovastatin from about 1.5 ng/ml to about 7.1 ng/ml, based on a 40 mg dose of lo vastatin, 
after administration to human patients. 

Claim 33. (Original) The controlled release oral solid dosage form of claim 1, which 
provides a mean time to maximum plasma concentration (Tmax) at about 10.4 to about 
20,6 hours after oral administration to human patients after administration of a single 
dose of said drug at dinner time. 

Claim 34. (Original) The controlled release oral solid dosage form of claim 33, wherein 
the drug is lovastatin and the dosage form provides a mean maximum plasma 
concentration (Cmax) of said drug from about 1.9 ng/ml to about 4.4 ng/ml, based on a 40 
mg dose of lovastatin. 

Claim 35. (Original) The controlled release oral solid dosage form of claim 33, which 
provides a mean time to maximum plasma concentration (Tmax) at about 13.5 to about 
17.5 hours after oral administration at dinner time. 
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Claim 36. (Original) The controlled release oral solid dosage form of claim 35, wherein 
the drug is lovastatin and the dosage form provides a mean maximum plasma 
concentration (Cmax) of lovastatin of about 3 ng/ml, based on a 40 mg dose of lovastatin. 

Claim 37. (Previously presented) The controlled release oral solid dosage form of claim 
1 , which dosage form provides a mean time to maximum plasma concentration (Tmax) 
which occurs at 10 to about 23.2 hours after oral administration to a human patient after 
administration of a single dose of said drug to human patients at bedtime. 

Claim 38. (Original) The controlled release oral solid dosage form of claim 37, which 
dosage form provides a mean time to maximum plasma concentration (T^ax) at about 
14.2 to about 16.9 hours after oral administration of a single dose of said drug to human 
patients at bedtime. 

Claim 39. (Previously presented) The controlled release oral solid dosage form of claim 
1, which dosage form provides a mean time to maximum plasma concentration (Tmax) at 
10 to about 22 hours at steady- state after oral administration to human patients at 
bedtime. 

Claim 40. (Original) The controlled release oral soUd dosage form of claim 39, which 
dosage form provides a mean time to maximum plasma concentration (Tmax) at about 12 
to about 16 hours at steady-state after oral administration to human patients at bedtime. 
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Claim 41. (Original) The controlled release oral solid dosage form of claim 39, wherein 
the drug is lovastatin and the dosage form provides a mean maximum plasma 
concentration (Cmax) of said drug from about 1 ng/ml to about 8 ng/ml, based on a 40 mg 
dose of lovastatin. 

Claim 42. (Original) The controlled release oral solid dosage form of claim 40, wherein 
the drug is lovastatin and the dosage form provides a mean maximum plasma 
concentration (Cmax) of the drug of about 4 ng/ml, based on a 40 mg dose of loyastatin, 
after oral administration of a single dose at bedtime. 

Claim 43. (Original) The controlled release oral solid dosage form of claim 1, wherein 
the drug is selected from the group consisting of lovastatin, a derivative of lovastatin, an 
active metabolite of lovastatin, and mixtures thereof. 

Claim 44. (Original) The controlled release oral solid dosage form of claim 3, which 
provides a mean time to maximum plasma concentration about 14 to about 24 hours after 
oral administration. 

Claim 45. (Original) The controlled release dosage form of claim 44, wherein the drug is 
lovastatin, said dosage form providing a mean maximum plasma concentration (Cmax) of 
lovastatin from about 1.5 ng/ml to about 7.1 ng/ml, based on a 40 mg dose of lovastatin, 
after administration to human patients. 
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Claim 46. (Original) The controlled release dosage form of claim 44, wherein the drug is 
lovastatin, said dosage form providing a maximum plasma concentration (Cmax) of the 
drug of from about 3 ng/ml to about 4 ng/ml (based on a 40 mg dose of lovastatin), after 
administration to human patients. 

Claim 47. (Previously presented) The controlled release oral solid dosage form of claim 
44, which achieves an accumulation of lovastatin at steady-state conditions of about 1.4- 
to about 2-fold the levels attained by immediate release lovastatin administered once 
daily. 

Claim 48. (Previously presented) A method for reducing serum cholesterol levels in 
humans, comprising orally administering a drug comprising an alkyl ester of hydroxy 
substituted naphthalenes in a controlled release oral soUd dosage form which provides a 
mean time to maximum plasma concentration (Tmax) of the drug which occurs at 10 to 
about 32 hours after oral administration of said dosage form to human patients. 

Claim 49. (Original) The method of claim 48, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of lovastatin from 
about 1 ng/ml to about 8 ng/ml, based on a 40 mg dose of lovastatin, after administration 
to human patients. 
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Claim 50. (Original) The method of claim 48, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of lovastatin from 
about 1.5 ng/ml to about 7.1 ng/ml, based on a 40 mg dose of lovastatin, after 
administration to human patients 

.* 

Claim 5 1 . (Original) A method for reducing serum cholesterol levels in humans, 
comprising orally administering a drug comprising an alkyl ester of hydroxy substituted 
naphthalenes in a controlled release oral solid dosage form to human patients in the 
morning, which dosage form provides a mean time to maximum plasma concentration 
(Tmax) which occurs at about 1 1 to about 32 hours after oral administration to human 
patients. 

Claim 52. (Original) The method of claim 51, wherein the drug is lovastatin. 

Claim 53. (Original) The method of claim 51, wherein the Tmax occurs at about 16.3 to 
about 24 hours after administration. 

Claim 54. (Original) The method of claim 51, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of said drug from 
about 1.5 ng/ml to about 6.9 ng/ml, based on a 40 mg dose of lovastatin. 

Claims 55-56. (Cancelled) 
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Claim 57. (Original) The method of claim 51, further comprising administering the 
dosage form in the morning in the fed state, such that the time to maximum plasma 
concentration (Tmax) occurs from about 22 to about 26 hours after administration. 

Claim 58. (Previously presented) A method for reducing serum cholesterol levels in 
humans, comprising orally administering a drug comprising an alkyl ester of hydroxy 
substituted naphthalenes in a controlled release oral solid dosage form to human patients 
at dinner time, which dosage form provides a mean time to maximum plasma 
concentration (Tmax) at 10.4 to about 20.6 hours after oral administration of a single dose 
of lovastatin to a population of human patients. 

Claim 59. (Original) The method of claim 58, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of said drug from 
about 1.9 ng/ml to about 4.4 ng/ml, based on a 40 mg dose of lovastatin. 

Claim 60. (Original) The method of claim 58, wherein the mean time to maximum 
plasma concentration (Tmax) occurs at from about 13.5 hours to about 17.5 hours after 
oral administration. 

Claim 61. (Original) The method of claim 60, wherein the drug is lovastatin, and the 
dosage form provides a mean maximum plasma concentration (Cmax) of said drug of 
about 3 ng/ml, based on a 40 mg dose of lovastatin. 
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Claim 62. (Previously presented) A method for reducing serum cholesterol levels in 
humans, comprising orally administering a drug comprising an alkyl ester of hydroxy 
substituted naphthalenes in a controlled release oral solid dosage form to human patients 
at bedtime, which dosage form provides a mean time to maximum plasma concentration 
(Tmax) which occurs at 10 to about 23.2 hours after oral administration. 

Claim 63. (Original) The method of claim 62, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of said drug from 
about 1 ng/ml to about 8 ng/ml, based on a 40 mg dose of lovastatin. 

Claim 64. (Original) The method of claim 62, wherein the dosage form provides a mean 
time to maximum plasma concentration (Tmax) which occurs at about 14.2 to about 16.9 
hours after oral administration of a single dose. 

Claim 65. (Original) The method of claim 62, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of the drug of about 
4 ng/ml, based on a 40 mg dose of lovastatin, after oral administration of a single dose. 

Claim 66. (Original) The method of claim 62, wherein said T^ax occurs at about 10 to 
about 22 hours after oral administration to human patients at steady-state. 

Claim 67. (Original) The method of claim 62, wherein said Tmax occurs at about 12 to 
about 16 hours after oral administration. 
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Claim 68. (Original) The method of claim 66, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of said drug from 
about 3 ng/ml to about 8 ng/ml, based on a 40 mg dose of lovastatin at steady-state. 

Claim 69. (Original) The method of claim 66, wherein the drug is lovastatin and the 
dosage form provides a mean maximum plasma concentration (Cmax) of said drug of 
about 5.5 ng/ml. 

Claim 70. (Previously presented) A method for improving the dose-response relationship 
achieved via the administration of a statin drug orally administered in immediate release 
form, comprising orally administering the statin in a controlled release dosage form 
which provides a mean time to maximum plasma concentration (Tmax) of the statin drug 
which occurs at 10 to about 32 hours after oral administration to human patients. 

Claim 71. (Previously presented) A method for providing increased systemic 
bioavailability of lovastatin, while at the same time not increasing the bioavailability of 
lovastatin acid, compared to an immediate release reference standard form of lovastatin, 
comprising preparing a controlled release oral solid dosage form of lovastatin which 
comprises a therapeutically effective amount of lovastatin and a sufficient amount of a 
controlled release carrier such that the controlled release dosage form provides a 
dissolution of from about 0% to about 25% lovastatin released after 2 hours; from about 
40% to about 85% lovastatin released after 6 hours; and not less than about 75% 
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lovastatin released after 16 hours, when measured in vitro in a Type 2 USP 23 dissolution 
apparatus in 2% sodium lauryl sulfate, pH buffer to 7.0 at ?>TC and 50rpm, and such that 
said dosage form provides a mean time to maximum plasma concentration (Tmax) of said 
lovastatin from 10 to about 32 hours after oral administration to human patients, and 
administering said dosage form to human patients on a once-a-day basis. 

Claims 72-75. (Cancelled) 

Claim 76. (Previously presented) A controlled release oral solid dosage form for the 
reduction of serum cholesterol levels in humans comprising a therapeutically effective 
amount of lovastatin and a controlled release carrier in an amount effective to provide a 
controlled release of the lovastatin when the dosage form is orally administered, the 
dosage form providing a mean time to maximum plasma concentration (Tmax) of the 
lovastatin which occurs at 9.8 to about 18.8 (14.3 ± 4.5) hours after oral administration to 
human patients at bedtime. 

Claim 77. (Previously presented) A controlled release oral sohd dosage form for the 
reduction of serum cholesterol levels in humans comprising a therapeutically effective 
amount of lovastatin and a controlled release carrier in an amount effective to provide a 
controlled release of the lovastatin when the dosage form is orally administered, the 
dosage form providing a'mean time to maximum plasma concentration (Tmax) of the 
lovastatin which occurs at 10.6 to about 23.2 (16.9 ± 6.3) hours after oral administration 
to human patients at bedtime. 
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Claim 78. (Previously presented) A method for reducing serum cholesterol levels in 
humans, comprising orally administering a therapeutically effective amount of lovastatin 
in a controlled release oral solid dosage form to human patients at bedtime, which dosage 
form provides a mean time to maximum plasma concentration (Tmax) of the lovastatin 
which occurs at 9.8 to about 18.8 (14.3 ± 4.5) hours after oral administration to human 
patients at bedtime. 

Claim 79. (Previously presented) A method for reducing serum cholesterol levels in 
humans, comprising orally administering a therapeutically effective amount of lovastatin 
in a controlled release oral solid dosage form to human patients at bedtime, which dosage 
form provides a mean time to maximum plasma concentration (Tmax) of the lovastatin 
which occurs at 10.6 to about 23.2 (16.9 ± 6.3) hours after oral administration to human 
patients at bedtime. 

Claim 80. (Previously presented) A controlled release oral solid dosage form for the 
reduction of serum cholesterol levels in humans comprising a therapeutically effective 
amount of lovastatin and a controlled release carrier in an amount effective to provide a 
controlled release of the lovastatin when the dosage form is orally administered, the 
dosage form providing a mean time to maximum plasma concentration (Tmax) of the 
lovastatin which occurs at 10.4 to about 20.6 (15.5 ± 5.1) hours after oral administration 
to human patients with the evening meal. 
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Claim 81. (Previously presented) A method for reducing serum cholesterol levels in 
humans, comprising orally administering a therapeutically effective amount of lovastatin 
in a controlled release oral solid dosage form to human patients at bedtime, which dosage 
form provides a mean time to maximum plasma concentration (Tmax) of the lovastatin 
which occurs at 10.4 to about 20.6 (15.5 ± 5.1) hours after oral administration to human 
patients with the evening meal. 
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EVIDENCE APPENDIX 

U.S. Patent No. 5,376,383 to Alberts et al., cited by Examiner in Final Office 
Action of July 21, 2005 

U.S. Patent No. 5,837,379 to Chen et al., cited by Examiner in Final Office 
Action of July 21, 2005 

U.S. Patent No. 6,485,748 to Chen et al., cited by Examiner in Final Office 
Action of July 21, 2005 

Gregory A. McClelland, et al., Enhancement of 3-Hvdroxv-3-methvlglutarvl- 
Coenzvme A (HMG-CoA") Reductase Inhibitor Efficacy Through Administration 
of a ControUed-Porosity Osmotic Pump Dosage Form, Pharmaceutical Research, 
Vol. 8., No. 7. 1991, submitted by Appellants in Supplemental Response of of 
May 23, 2006 

The Physician's Desk Reference , 2006 Edition, pages 2730-2735, submitted by 
Appellants in Supplemental Response of May 23, 2006 



51 



PDR* 

60 

EDITION 

20Q6 

PHYSICmS' 

C£SK 
REFERENCE 



Senior Vice President, PDR Sales and Marketing: DIkran N. Barsamlan 

Vice President, Product Management: William T. Htcks 

Vice President, Regulatory Affairs: Mukesh ftlehta, RPh 

Vice President, PDR Services; Brian Hclland 

Senior Directors, Pharmaceutical Solutions Sales; Chantal Corcos, 

Anthony Sorce 

National Solutions. Managers: Frank Karkowsky, Marlon Reld, RPh 
Senior-Solutions Managers: Debra Goldman, Elaine Musco, 
Warner Stuart, Suzanne E. Yarrow, RN 

Solutions Managers: Eileen Bruno, Cory Coleman, Marjorle A. Jaxel, 
Kevin McGlynn, Lois- Smith, Richard Zwickel 
Sales Coordinators: Arlene Phayre, Janet Wailendai 

Senior Director, Brand and Product Management; Valerie E. Berger 

Associate Product Managers: Michael Casale, Andrea Colavecchio 

Senior Director, Publishing Sales and Marketing: Michael Bennett 

Director, Trade SaleS: BHI Gaffney 

Associate Director, Marketing: Jennifer M. Fronzaglia 

Senior Marketing Manager; Kim Marich 

Direct Mall Manager; Lorraine M. Loaning 

Manager, Markettrig Analysis; Dlna A. Maeder 

Promotion Manager: Linda Levine 

Director of Operations; Robert Klein 
Director, PDR. Operations; Jeffrey D, Schaefer 
Director of Rnance: Mark S. Ritchin 



Director, Client Services; Stephanie Struble 
Director, Clinical Content: Thomas Reming, PharmD 
Director, Editorial Services: Sette LaGow 

Drug Information Specialists; Michael DeLuca, PharmD, MBA; 

Kajat Solanki, PharmD; GregTallis, RPh ' 

Project Editors: Nel! Chesanow, Harris Fleming 

Senior Editor: Lorl Mun-ay • 

Senior Production Edlton Gwynned L. Kelly 

Manager, Production Purchasing; Thomas Westburgh 
PDR Production Manager; Steven Maher 
Production Manager: Gayle Gralzzaro 
Production Specialist: Christina Kilnger 

Senior "Production Coordinators: Glanna Caradonna, Yasmin HemSndez 

Production Coordinator: Nick W.. Clark 

Senior Index Editors; Noe! Delougheiy, Shannon Reiliy 

Format Editor: Michelle G. Auffant 

Traffic Assistant: Kim Condon 

Production Design Supervisor: Adeline Rich 

Senior Electronic Publishing Designer Llvio Udina 

Electronic Publishing Designers: Bryan C, Dix, Carrie Faeth, 

Monika Popowltz ■ ' 

Production Associate: Joan K. Akerilnd 

Digital Imaging Manager: Christopher Husted 

Digital Imaging Coordinator: Michael Labnjyere 



T H O IVI S OIM Copyright © 2005 and published by Thomson PDR at MontvaJe. NJ 07645-1742. Al) rights reserved. None of the content of this publication 

^ '"ay be reproduced, stored In a retrieval eystem. resold, redlstrJbuted. or transmitted In any form or by any means (electronic, mechanical, 

'T photocopying, recording, or otherwIsB) without the prior written permission of the publisher. Physicians' Desk Reference*, POR*. Pocket ' 

PDR. . PDR». PDR Family Guide to Prescription Drugs', PDR Family Guide to Women's Health and Prescription Drugs', and FOR Faniify Guide to • 

Nutrition and Health* are registered irademarits used herein under license. PDR* for Ophthalmic Medicines. PDR* for Nonprescription Drugs and Dietary Supplements PDR* 
Companion Guide, PDR* Pharmacopoeia, PDR- for Herbal Medicines, PDR* for Nutritional Supplements. PDR* Medical Dictionary, PDR* Nurse's Drug Handbook FOR* 
Nurse's Dictionary, PDR* Family Guide Encyclopedia of Medical Care. PDR* Family Guide to Natural Medicines and Healing Therapies. PDR* Family Quids to Common 
Ailments. PDR* Family Guide to Over-the-CountBr Drugs, PDR* Family Guide to Nutritional Supplements, and PDR* Electronic Ubrary are trademarks used herein under 
license. 

Officart of Thomson Healthcare, Inc.: President and Chief Executive Officer: Kevin King; Chief Flrjancle} Officer: Paul Hllgor; Chief Medical Officer Rich KImcd, MD, FACER- 
Executive vice President, Medszat: Carol Olephuls; EjcecuVve Vice President, MIcromedex: Jeff Relhl; 5en/of Wee President, MarHeVng: Timothy Murray; Senior Vice President, 
Technology: Michael Karaman; Vice President. Finance: Joseph Scarf one: Vice President. Human Resaurces: Pamela M. 8 Hash 



ISBN: V56363-526-7 



2730/REllANT 



PHYSICIANS' DESK REFERENC, 



InnoPran XLi^Cqht. . . " ' , ' 

Cautfon should bi exercised when'odihinisterini InnoPran 
XL with inifB that ih^ A-V nodal cooduttionf <jg.,- di^' 
talis, lidocaine* and catdiun thauntl blockai^. ' . " ' - 
Calcium Charuul Blocktrs ' • • 

CdUtion should -bo exercised- when patients recefvinj ab<te- 
blocker ait adininuter(Ki'a'cald\im-ChamieKblockli^ (tirilj^ 
with-;negativ8' Inotropic and/of 'bhronotroplc effects. Both 
agents "may depress myocardiarcohtractility or atri6venttc- 
ular conduction. > ; 

There'hsVe b6en reports^Brsignifieant^bradycardiarKeart 
failure, ind cardiovascular "collapse, with concurrent use of 
verapattil and beta.blockeJ*8r ■ ■ ' • • 
Co-administration. of propranolol and diltieiem in patients 
with cardiac disease has been associated with bradycardia, 
hypotension, high degree heart block, and heart failui-e. 

Motroptc Agfntt . 'J v ■. . 

Petiants on long-term, therapy with ■propranolol majf- exper- 
ience ilricqntrdiled hypertension if administered, epineph- 
rine ae a cohseiiuence of unopposed alpha-receptor stiiriu- 
lation. Epinephrine is therefore milt indicated in the treat- 
ment at prdpraiiolol overdose (see OVERDOSAGE); • 
Itoprofertnol and Vobu-tamint - 

Propranblol is ii competitive inhibitor of beta-receptor ago- 
nists, and- its effects can be reversed by adminisljation of 
such agents, e.g., dobutaroine or'iioprotertinol. Also,-' pro- 
pranolol may reduce sensitivity to dobutamine' .stress 
echoeardiography in-patieiits undergoing evaluatloh- for my- 
ocardial ischemia. ' ' 
Restrpint > ' • ' ; 

Patietits receiving cat^cholainine-depleting drugs, such at 
resefpihe and InnoPran XL", should bft closely observid for 
excessive reduction' of resting symipathetic nervous activity, 
which may result in hypotension, marked ■bradycardia, ver- 
tigo, syncopal attaclcs, or orthostatitrhypotension. Adminis- 
tration of reaerpine with propranolol may also 'potentiate 
depression.' . ' 
Non-CerdlovBSCuler DrUgs 

AMithttic Mentt • , i. ; 

Methoxyflurane and trichloroethylene may depress myocar- 
dial contractility when administered with propranolol. 
Antidipressantt ■ . " . ' 

The hypotensive effects of MAO inhibitors or tricychc anti- 
depressants may be exacerbated when administered with 
beta-blockers by 'interfering with the .beta-blocking activity 
of propi'anolol. , ' 

NturoUptic Druet ' . ' ; 

Hypotension and cardiac arrest have been reported with_ the 
cortco'mi.tan t use of propranolol and haloperidol. 
Ncn-SUr'oidal Anti 'lnftammdtoh Drugs ' 
Nonsteroidal anti-inflammatory drugs (l^SAIDS) have been 
reported to blunt the antihypeiiienaivo effect of beta-adreno- 
rfeceptor blocking agents. '. *. 

Administration of indomethacin with 'propranolol may re- 
duce the efficacy of propranolol in reducing blood pressure 
end heart rate." 

Thyroiine ' ' ' 

Thjrroirine may result in a lower than expected T, concen- 
tration" wheK used concOihitantly with propranolol. • 
Warfarin 

Propranolol when administered with warfarin increases the 
concentration of warfarin. Prothrombin time, therefore, 
■should be monitored. *■■-"■ • 

Carclnogenetls, Mutagenesis, .Irnpalrmont of Fertility' ' 
In dietary administration 'studies* in which mice and rats 
were treated with 'propranolol for up to IS ihohths at- doses 
of up: to 150 mg/kg/day, there* was no evidence of drug- 
related tumorigenesis. On a body surface area basis, this 
dose in the mouse and rat is, respectively, about equal to 
and about t-wice Uie maximum recommended humaii oral 
daily- dose CMRHD.) of .640 mg propranolol. In a study' in 
which both .male and female rats were .exposed to propran- 
olol in their diets at concentrations of up'to 0.05%. (about 
50 mg/kg body weight and less than the MRHD),' from iSO 
-days- prior to jnaUng and throughout pregnancy and. lacta- 
tion for two generations,' there were no effects on fertility. 
Based on differing results from Ames Ttsta performed by 
different laboratories .the^p is.equiyocal evidence for a geno- 
toxic effect of propranolol in bacteria (S. typhimurium 
strain TA 1538). ... ■ , ' ' . 

Pregnency: Pfignency Category C'. . . 

Ifi a series, of reproductive and developmental toxicology 
studies,' propranolol was given to rats, by gavage or in the 
diet throughout pregnancy and. lactation. At doses of 
ISO mg/kg/day, but not at doses of SO mg/kg/day (equivalent 
to the MRHD oh a body s.urface area basis), treatment w&a 
associated with embryotbxirity (reduced Utter size and in- 
creased' resorption rates) as well as neonatal toxicity 
(de'athsj. Proprianolol also was administered (in the feedVto 
rabbits (throughout pregnancy and lactatlonlr at doses as 
high as 150 mg/kg/day (shout'Sr'times'the maximum recom- 
mended hunian oral 'daily dos'e), No evidence of embryo or 
neonatal toxicity was noted; * ' * . '* 

There are no adequate and well-controlled studies in preg- 
nant 'women., Intrauteriiie growth retardation has been re- 
ported for neonates whose mothers received propranolol 



Nursing Mothtri * - ' 

Proprtoolol U excreted in human milk. 'Caution '-should be 
exerdaed when InnoPran XL is administared to a -nursing 
'mothe*/-' \ ■■ ■ 

Pediatrift Uie -«'•.• - i-' -i ' w • • 
Safety and effectlvaneaa of propranolol In pediatric patients 
have not been established. 
deriatric'UM * ' • -■ ■;• 

Clinical' studtae- oMfinoPran Xlrdld not include sufficient 
nusibat^ of sul^a&ts 'ages 66- aiid over to determin»''whether 
they respond differeiitly frota younger sutiiectB.- Other re- 
potted ditiiu£l -e^rtencer has -noi'idanUaed differences' in 
responses bet*«tentherald6^1y and younger patients, In gen- 
eral, dose selection for an elderly patient should be cautious, 
usually starting at the low end of the dosing range,-, refteti- 
ing the greater ^quency of detroased hejieUc, renal, or 
cardiac ftincthin, -end of concomitant disease or other drug 
therapy. 

ADVERSE RiAt*nONS. 

Adverse everits occurring, at a rate:of ^3%, excluding th^se 
reported more ,comm<iniy, in .placebo encountered in the 
InnoPran XL pUcabo-controUed hypertension, trials and ar^ 
plausibly. related to treatment, are, ^own. in Table 1.' ; 

Table 1,. Treatment Emergent Advers'f Events Reported tn 
a. 3^' of Subjects 



InnoPran XI. 


Body System ' 


Placebo'* 

{Nssai ; 


to mg ^ 


, 120 mg 


Fatigue 


3 (3.0%) " 


" - 4 (5.0%) 


6 (7.0%) 


Dizziness (except 
vertigo)' ■ ' • ' 


2 (2.0%) ■ 


6 (7^0%) 


3 (4.0%) 


Constipation 


0 


. 3 (3.0%) 


r-(i.o%). 



The following adverse events were observed and have been 
reported with use of formulations of sustained- or immedi- 
ate-release propranolol-: 

Cardiovascular: Bradycardia; congestive heart failure; in- 
tensification of AV blocki'h'ypb tension; paresthesia of hands'; 
thrombocytopenic purpura; arterial insufficiency,, usually of 
tha Raynaud type. 

Central Nervous System: Light-headedness, mental de- 
pression .manifested" by. insomnia, lassitude', weakness, fa- 
tigue;- reversible mental depression progressing to catato- 
nia; .visual -disturbances; halludhatidns; vivid dreams; an 
acute' reversibie syndh«tia. characterized by disorientation 
for time and place, lahprt-term memory loss, emotional labil- 
ity, slightiy clouded sensorium, and decreased performance 
on neuropsychometrics. ?or immediateirelaase 'formula- 
tions, iatigue, lethargyi and'' vivid dreams appear dose 
related. . ' . 

Oastrolntsstlnal; Nausea, vomiting; epigastric distress, 
abdominal cramping, diarrhea, constipation, mesenteric ar- 
terial thrombosis, ischemic colitis. 
Allergic: Pharyngitis and agranulocytosis; erythematous 
rash, fever combined with aching and sore thjroatj .laryn go- 
spasm, and respiratory distress. 
Respiratory: Bronchospasm., 

.Hematologic: Agranulocytosis, nonthrombocytopenic pur- 
pura, throiiibocytopenie purpura.' 

Autoimmune: In extremely rare instances, systemic liipus 

erythematosus has been reported. < , ;. 

Miscellaneous; Alopecia, LE-like reactions, psoriasiform 
rashes, dry eye*,, njele. impotence,, and. Peyronie's .disiiase 
have, been reported rarely. Oculdmucocutsin'eous reactions 
involving the skin,' serous membranes^ and cohjunctiyae re- 
ported for a beta blocker (practolol) have not been associ- 
ated with propranolol; 

D(5SAGE AND AD>m«STEATION ; , " 
InnoPran XL should. be (idmim'st'ered once daily at bedtime 
(approximately ,10 PM) and; should be taken'cohsistently ei- 
ther on an empty Stomach of wi<ii food^j'^He .Btartihg dose is 
80 mg..but dosage should be individualized and titi-ation 
'may be needed to a dose o.f:120 mg. In the clinical trial, 
doses ojT InnoPran .XL. above 120,mg had' no addiiilonal ef- 
fects on blood pressure (Sea PHAEMACODYNAMICS At^6 
.CLINICAL EFFECI^). The.tiriie needed for full antihyper- 
tensive re'sponse'is Variable, but is usually achieved, within 
2-3 weeka. 

OVERDOSAGE 

•Moit overdoses of propranolol are 'mild and respond to sup- 
portive care. • . . 
Propranolol is not significantly -dialyrable. In the evefit of 
overdose or- exaggerated response, 'tiie following mc'asure's 
should be eto^iloyed: ''•' ■ ■ ' ' 
'Dcconfaminoiio'n,'': Gastric lavage' - ■"' 
Supportive Tfiimp^ 

Hypotension and bradycardia have been' reported' following 
propranolol overdose and should* be treated appropriately. 
Glucagon can exert potent inotropic 'and chronotropic effects 
and may be particularly useful ' for-'th e' treatment of -hypo- 
tension dr deoressed myocardial ftinetion after a proprano- 



however, may provoke uncontrolled hypertension. B:' 
cardie can be treated with atropine or iaoproterenoi;8iT„ 

bra?lycahila may' require temptfrary cardiac pscHig.-" -'! 
The electFOcardiogram, pulse, blood pressure, neui''^ '^'^ 
ioral status and intake and output balance must b,. tu>..i. 
tored. Isoproterenol and aminophyllini may be-'tjisd 'U 
bronchospaam. ' .' '' •-..': u-if^ 

How.'suppLffib . ■'';\ - 

InnoPran XL (propranolol hyiirochloride) Extended Relji 
Capsules 

Each gray/white capsule, imprinted ^th-".80-',; 2 si , 
bands, "RD20r, and Reliant logo contains 80 mg 
pranolol hydrochloride in bottlea otSO (NDC.6572^ 
botUas of. 100, (NDC 66723-260.25), Vttle's. bf.60p; 
65726-250-35), and a Unit Cose package of i()6 

65726-250-90). ' *;. ..... 

Each' gray/off-white capsule, imprinted with "laO", S seg- 
mented bands "InnoPran XL" and Reliant Jogp. con'tfiiiii, 
120 mg.of propranolol hydrochloride in bptt(es ofSd'tNtK' 
65.726-251-10), bottlei of 100 (NDC 65725-251-25), bbttlttff 
500 (NDC 65726-261.35) , and a lJnit Dose package of 1» 
(NDC 6572S-26.1.90), .■ . .. ., '. '. . - ; "'.3 
Store at 25'9 (7rF); excursions peftnittad- to 15-30*6 
(59-86*F) '[see. USP Clontrolled Room' Temperature) liiT 
tightly closed container; The uiitt dose packaging ihoul^^- 
stored in the* carton, ' *'..' . '• * 

Rx only ' 
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Reliant' 

PHARMACEUTICALS LLC 
Manufactured for; 
Reliant Phaniieceuticals 
Liberty Comer, NJ 07938 
By: 

Eurand America, Inc. 
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Address- Medical Inquiries to: " 
Reliant Pharmaceuticals 
Medical Affairs' 
110 Allen Road ' 

Liberty Comer, NJ 07938 ' ' ' * ' 225! 
0 2004 Reliiht.Pharinacfluticals , PRINTED IN 
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LESCOL^ 
(fluva statin sodium) 

Capsules- ' . ... 

LESCOL^XL 

(fluvastatjn sodium) ■ ' ' 

Extertd'ed-Relaese Tablets 
Rx only 

Prescribing Information , . 
DESCRIPTION ■= ■ ' • 

Lescol* (fiuvastatln eo!:iium),'i8 a 'waWfioluble ch'ole.^ ^ 
lQw.B'ripg 'iigent which acts, .tfirough the inhibition V 
3-hydroxy-3-methylglutaryl -coenzyme A (HMG-CoA) reduf 
tase, ■ - ' ^ 

Fl\ivastatin sodium is tfl*rS*-C^r-(±);7-[3-(4if!uorop(henxft 
l-Cl-metiiylithyl)-iH;lndol-2-yl]-3,^-^ 
u'&d', monbsodium salt. 'The empirical' formula of fluvutsHa 
sbdlu'm 'is -GwHisFNCii • Na^lii nioiecular'- weight is iiSM 
and its strucifural fbrmula is: •" ' ''' ""■ 




_ Ci4H»FN0,»Na Mol.wt.-433.48 

This molecular entity 'is' the -firs.t entirely synthetic HM_ 
CoA reductase inhibitor,' and irln part structurally dii^ 
■trom the ftingal derivatives of this therapeutic claes. .-7^ 
FluvastaUn sodium is a white to pale yellow, hj^i^ 
powder- soduble in water, ethanol and methanol. Uscoir 
supplied as capsules containing fluvastatin. sodium, stjtihr'- 
lent to 20 mj or- 40 mg of fluyastatin, .for oral adininiitrt; 
.tton. Lescol^- XL (fiuvastatin .sodium) is eupplted -ii; 
extended-release tablets- containing fiuvastatin' todiua^' 
equivalent to SO mg of fiuvastatin, for oral adminictnti'-' 
4cf /ye /n^«d/»nt;.-.- fiuvastatin. sodium' - -i?' 
•Inactive Ingredients fn aptules: gelatin, -magnesium lUi'' 
rate, microcrystalline cellulose, pregelatinized starch (ccn."^ 
red iron oxide, sodium lauryl sulfate, talc, titantufn dlozij^ 
yello-w iron oxide, and other.lngrediehts.,,. . - l^- 
Capsule* may also Include: benzol alcohol, black irm. 
ide, butylperabeny.carboxymethylcellulose sodiut^-edeti] 
calcium dlsodium, methylparaben, propylparaben, tpips; 
dioxide and B0<lium propionate. . , t ' .nv^] 
Inactive lngrejdlfr\U. in ektanded-refease tablets:^ :pLi^^ 
crystalline, cellulose^ hydrojOTropyl cellulose^ hydraqr^' 
pyl methyl cellulose,' potassium bicarbonate, povidoDt,'c^ 
nesiura stearate, iron oxide yellow, titanium' djoxidit^ 
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lipoprotein cholesterol (LDUC). trljlyceridei (TO) and 
ipolipoprotein .B (a membrane traniport complex for 
LDL-C) promote human atherosclerosie. Similarly, da'- 
creaitd levela of HDL-eholeaUrol (HDUC>-Bnd it« tranaport 
complex, apolipoprotcinA, are aBiociaUd with the develop- 
ment of atherosclarcaia. Epidemiologic ihveatigationa have 
Mtabllahed that cardiovaacular morbidity and. mortality 
viry directly with the level of Total-C and LDL-C and 
inversely with the level of HDL-C. 
Ul» LDL, cholesterol-enriched triglycerida-rich lipopro- 
teins, Including VLDL, IDL and remnanta, can alao promote 
ithero'sclerosiB. ' Elevated plasma triglyceride* are fre- 
(pehtly found in a triad with low HDL-C levela .and small 
LDL jiarticleB,'aa well as in association with nonlipid met- 
ibolic risk factors for coronary, heart dliease. Aa such, total 
pluma TG has not consistently been shown to be an inde- 
pendent risk factor for CHD. Furthermore, the independent 
tSirt of raising HDL or lowering TO on the risk of coronary 
ind cardiovascular morbidity and mortality ha* not been 

determined. , ... j . ■ . 

b pstierits' with hypercholesterolemia and mixed dyslipi- . 
demia. treatment with Lescol* {fluvastatin sodium) or 
Lejcol* XL (fluvastatin sodium) raducad Tbtal-C, LpL-C, 

.ipolipoprotein B, and triglycerides .while producing an in- 
crease In HDL-C. Increaeea tn HDL-C. are greater b.pa- 
lieats with low , HDL-C C<3B mg/dL). Neither agent had a 
•Consistent effea on either Lp(a) of fibrinogen. The effect of 
leicol or Lescoi XL induced^ changes 4n lipoprotein levels, 
Inciudirig reduction of serum choie(terdl, .on .cwdiova8cular 

. mortality has not been determined,' " . '/ . 
.Mtchanlam of Action , . ' . - 

. letcol is .,4 competitive inhibitor of .HMG-CoA reductase, 
•Vi^ich is responsible for the conversion of 'S-bydroxy-S- 

• methylglutaryl-coenzynie.A (HMG-CoA) to meyalpnate, a 
. precorsor Of *tefola, fecluding cholesterol. The inhibition of 
'diolesterol biosyrithesia reduces the cholesterol in hepatic, 
telk which Btimiaates the.ByTithesiB of LDL receptors and 
thereby increaserthe uptdke of LDL particlee'. The. end re- 
iult of these^'bioch'emical pi'ocesses H a- reduction of the 
plasma cholesterol cohcehtratioVi." '* 
PhsTmacoklnatlcff/Metabollsm 

Ort{Ab$orptldri , -„ . 
■Fluvastatin is absorbed rapidly and completely following 
oral-administration of the capsule, with, peak concentrations 
reached in less than 1-hour. Following adiiiinistration of;a 
10 mg dose, the absolute bioavailability is 24% (range 9%- 

. 60%). Administration v*?ith food reduces the rata but not the 
eitent of absorption. At steady-state, administrtitlon of 

■ Juvastatin with the evening meal reaiilta in a two-fold de- 
crease in C„„ and more than two- fold increase in t^^ as 
'compared to administration 4 hours after the e:yening meal. 

• No sigjiificant differences in. extant of absorptioii or in the 
lipid-lowerihg effect* were obseryed between the two admin- • 
iitrations.' After single or multiple doses above 20 mg, 
iuv'estaUri .exhibits saturable first- pass ■ metabolism 
renulting in higher^than-expected; plasma fluvastatin 
.concentrations. " ■ . ■ -o 
.iflTivastatin has two optical ^enantiomers, an active 3R, 
''ES and an inactive' 3S,6R form. In vivo studies showed that 

iterio-selective hepatic binding of .the active form occurs 
■^dunng the-ftrsfpafl's resulting in a difference in the peak 
Meveli of the two ehantiomera, with" the active to.iriactive 
■peak concentration ratio being about O..''. The approximate 
rstio of the active to inactive approaches unity after the 
.peak. is seen and thereafter the two enantioinera decline 
wiA the same half-life. After an intravenoviB adminiatra- 
.W, bypasBing the first-pass meUbolism, the ratios of 
^.Ihi enaptiomers in plasma were similar throughout the 
■cMceiitration-time profiles. ' • 

' Fluvastatin adiainistered' as Lescoi XL 80 mg tablet* 
/reaches peak concentration in approximately 3 hours under 
'futing condition*, after a low-fat meal, or 2.8 hours after a 
' Tlw'.fat meal. The mean relative bioavailability "of the XL 
\hU'\t approximately 29% (range: 9%-6iB%) corhpared to 
'riKit of the Lescoi immediate release capsule administered 
" wider fasting, conditions! Adminlstratioii of a high fat meal 
' delayed the absorption (Ta«: 6H) and increased the bio- 
S.'-iTtaability of the XL tablet by approximately 50%. Once 
"■letcol XL begin* to be absorbed, fluvastatin concentrations 
..■nia'rapidly. The maximurn concentration seeii after a high 
-TittDsal is much lew than the peak concentration following 
■J-l'^niladose or twice daily dose of the 40 mg Lescoi capsule. 
?OmBll variability in the pharmacokinetics of Lescoi XL t* 
:^<42%-64% CV for C^^ and AUC), and especially so af- 
•ter-a high fat roeal (63%.89% for C„« and AUC). Intra. 
=riul(iKt Variability in tiie pharmacokinetic* of Lescoi XL un 
' "M fasting condition* (about 25% for C^^ and AUC) tend* 
-Jt'he much Bmaller a* compared to the -overall variability. 
^Sttltiple peak* iii plaama fluva*tatin concentrations have 
ieta' observed after 'Lescoi XL administretioti. 

■ Fhrtsstatin is 98% bound to plaama protein*. The mean vol 
EM of diatributibn- (VD J.ls estimated at 0.35 lAg. The 
intdrug is targeted to the., liver and no active metabo- 
"•are present Bystemically. At therapeutic .cohcentra- 
ths protein binding .of fluvaatatia i» not affected by 
lin; salicylic add and glyburide, 
itiboHtm ■ " ' , 



Table 1 



Single-Dose and SttAdY'.Stete Pharmacokinetic" Pa rem etara 



1 


C^. ; AUC t„„" CUF 
(no/ml) . (ng-h/mU .(hr) . (L/hr) 
mean±SD ./ nieaniSD . fnean*SD ' , meant SO 
(range! " . Irange) (renge) . (r^nge) 


(hrl 
mean* SO 
(range) ' 


Capsule* 



20 mg single 
dose*(n»n) ' ; " 
20 mg twice dsiily 
(n-17)' V 
40 mg single. 
doae(n»16) 
40 mg twice daily 
(n-16) 


166s 106' 
(48.9-617) - • 
200186 
(71.8-366) 
2731189 
•(72.8^812)' 
. 432±236 ■ 
(119:990) 


207165 

(111.288) " 

2751111 
(91.6-467) 

4661259 
(207;1221) 

697l'275 
(359-1559) 


0.910.4 
(0,6-2.0) 
1.210.9 
, (0.5-4.0) 
1.2S0.7 
(0.75^3.0) • 
1.210.6 
(0.6-2.5) 


107138.1 
(69.6rl81) . 

. 87,82 45" " 
(42.8-218) " 
l6S±44.7 . 

■■ (32.8-193V • 
64.2121.1 
(25.7-111) 


• 2.511.7 . 
(0.6-6.6) 
2.81 1.-7 

(o.9-e:o) 

2.7il.3' 
■ (0.8^6.9) ■. 
2.72:1.3 • 
(0.7-6.0) .'• 


Extended -Releaae Tablet^ 80 mg single dose (n-24) 


60 mg single dbee, 
fasting (n»24) 
60 mg single doa^ 
fed-'state high fat;' 
meal (n«24) H's^,- 


126153 
• J' (37-242) 
Ig3ll63 

(21-733)1 '■ 


5'^9r341 
(144-1760) 
8611632 

(199-3132) 


■ 3.212.6 • 
(M2) 
6 

(2-24)- 







Exten^ed-Release-TSblets 80 mg-following 74aya dosing- (steady'State) (n^H) ■' 



eO'i^g once dall':^,' 
fisting (n»U) 



• 102r42 
(43,9-181) 



6301326 
(247-1406) • 



■■ 2.610.91 
■ (1.5-4) 



• Table 2 ' 

• Medtan Percerit.Chenge.in Upld Parameter* from Beeellne to Week 24 Endpptnt 
All Plaoebo-Coritroiled Studtei (Leacol^l and Active Controlled Trial* {Leeeol XL) 



Oose ^. 



Total Choi. 

•N %A 



TQ 



LDL 



N 



N 



% i- 



Ajio B ■ 
N - % A 



HDLv 



All Patients 

Lescoi 20 mg^ 747 -17 747 -12 

Lescoi 40 mg» , 748 -19 748 -14 

Uscol 40 mg twice daily' 257 -27 257 -18 

Lescoi XL 80 mg* 750 -25 750 -19 
Baseline TG E200 mg/dL 

Uacol20mg^ 148 -16 148 -17 

LeacoUOmg^ , 1^9 -1? 179 -20. 

Lescoi 40 mg twice daily* 76 -27 76 -23 

UscolXLaOmg* 239 -25 239 -25 



747 
748 
•257 
748 

148 
179 
76 

■23r 



-22 
-26 
-36 

■ -35 

-22 
-24 
-35 
:33 



114 
125 
232 
745 

23 
47 
69 
235 



-19. 
-18 
-28 
-27- 

-19 
-18 
-28 
-27 



747. 
748 
257 
750 

148 
179 
76 
239 



+3. 
f4. 
+6 
+7 

+6 
+7 
+9 
+11 



'Data for Lescoi from 12 placebo controlled trials 
'Data'. for Lescoi XL 60 mg tablet from tiiree £4 week controlled tanals 



In vitro studies deinonstrated that fluvasUtin undergoes 
oxidative metabolism, predominantly via 2C9 isotyme sys- 
tem* \%%). Otiier iBozymes that •contribute to fluvastatin 
metaboliBfn afe 2C8 and 3A4 (-^20%). (See PRECAU- 
TION'S: Drug Inte/actions Section). 
Ellmlnatfon ... , ^ , 

Fluvastatin is primarily (about 90%) eliminated in the feces 
as metabolites, witii less than 2% present as unchanged . 
drug. Urinary recovery is about 5%. After a radiolabeled 
doae of fluvastatin, the clearance wa* 0.8 Uh/kg. Following . 
■multiple oral doses of radiolabeled compound, there was no 
accumulation of fluvastatin; however, there was a 2.3 fold 
accumulation of total radioactivity 
Steady-state plasma concentrations show no evidence of ac- 
cumulation of fluvastatin following immediate reloa*e cap- 
sule adminiBtretion of up to 80 mg daily, a* eyideiiced by a 
beta-eliminatijon half-life of lea* than 3 hour*. However, un- 
der condition* of maximum rate of absorption (i.e., fasting) 
systemic exposure to fluvastatin is increased 33% to 53% 
compared to a.single 20 mg^r 40 mg dose of the immediate 
release capsule. Followinf once daily administration of the 
80 mg Lescoi XL tablet for 7 days, systemic exposure to 
fluvastatin , is increased (20%-30%) icompared to a. single 
does of the "80 mg Uscol XL tablet. Terminal half-life .of 
Lescoi XL waq about 9 hours as a resiilt of the slowrelease 
fonriulatioTi, 

.Single-dose and ateady-atate pharmacokinetic. parameters 
in* 33 subject* with hypercholesierole^nia for the capsules 
and in 35 healtliy sul^ects for the extended-release tablets 

.are summarired below:, ■ . 
(See table 1 above] ' ". 

Specie! Populations . - . 

RgnMl Intumehner- .No significant (<6%) renal. excretion 
of fluvastatin occurs in human*. . , ... 
Hepat/c InwBd^ncy: Fluvastiitin is subject. to saturable 
first-paes metabolism/sequesti-atibn by the liver and i* elim- 
inated primariW via the biliory.routo. Therefore, the potaii- 
tial exi*t* for drug. accumulation In.patierits with. hepatic 
insufficiency. Caution should therefore be. exercised when 

. fluvastatin sodium is adminlatered to patients wllh a hie- 
tory, of liver .disease or heavy, alcohol Ingestion (ttt 

miiNiNOS). ' ■ ^ ■ 

nuvistatin AUC and.C^^ valuer increased by about 2.5 
fold.in hepatic insufficiency patients. This result wo* attrib- 
uted to the decreased .pres^^temic metabolism due to. ho- 
H-wAinctiftn. The enisntiomer ratio* of the two isomers 



the Immediate, release' capsule. This is most likely due to 
body weight differences, as acUuBting for body weight de- 
creases tiie magnitude of the differences seen. For Lescoi 
XL, there are 67% and 77% increases in systemic availabil- 
ity for women over rnen under fasted and high fat meal 
conditions. ' ' 

Pediatric: No data are available, Fluvastatin is not indi- 
cated for use in the pediatric. population, 

CLI>aCAL'STUDIES ■ . 

Hyperchotesterolemla (heteroiygou* f emlllal and non fe- 
mtllal) and .Mixed D.vslipidemla, 

In 12 placebo-controlled atudiea in patient* with TiO'e Ha or 
.lib hyperiipoproteineinia,. Lescoi* (fluvastatin sodium) 
' alone was administered: to A62l patiente in daily doee regi- 
mens of 20 mg, 40 mg, a^id 80 mg (40 mg twice daily) for at . 
least 6 "week* duration, After .24 weeks of treatment, daily 
doses of 20 mg, 40 mgj and ' SO mg (40 mg twice daily) re- 
sulted in median LDUC reductions of 22% (n«747), 26% 
(n-748) and 36% (n»257). respectively Lescoi treotinerit 
produced doee-related reductions in Apo B and in triglycer- 
ides end increaws in HpL-C. The median (25*. pei:? en- 
tile) percent changes from baseline in HDL-C aft«r 12' 
weeks of treatment with^ Uscol . at daily doses of 20 mg, 
40 mg and 80 mg (40 mg isnce daily) .were +2 {:4.+10), -vS 
{-2,+12), and +4 (-3,+ 12), respectively. In a" subgroup of .pa- 
tient* with primary mixed dyalipldemia, defined- a* baseline 
TO level* a200 mg^dL, treatinent with Lescoi also produced 
significant decreases in Ibtal-C, LDL-C, .TG and Apo B and- 
variable increases in HDL-C. The median;(26*^'75"' percen- 
tile) percent changes from baseline in HDI^C after 12 
weeks of ti-eatment with Lescoi at daily doses of 20 mg, 
40 mg and 80 mg (40 mg twice daily) in thia population were 
+4 (.f2,+ m. +8 (+I,+16), end -4^ (-3 ,+ 13 )r respectively. 
In a long-term open-label free titration study, after 98 
weeks LDL-C decrease* of 25% (20 mg, n»68), 31% (40 mg, 
no298) and 34% (80 mg,.n«209) wore seen. No consistent, 
effect on Lp(a) wa* obaerved. ' ^ 

Leacol* XL (fluvastatin sodium) Extended-'Release Tiblets 
liave been studied in five controlled studies of patient* with 
Type Ha or HbWperlippprotdnemia.. Lescoi XL' was adrnin- 
fttered to over 900 patient* in toials from 4 to.26:weekfl in 
duration. In the three largat.oT th'esoVstudies, Lescoi XL 
given a* a aiiigle 'daily dose; of. 60 mg righificantiy reduced 
TbtalTC, LDIX!, TG and Apo B- Therapeutic re«pon»* .1* ?™*! 
estabiiahed withm Wo week*, and a maximum response Is. 
.... fii-i ™«v. ift.rfhtiTWMks'ofth'erapy.the 



Lescol/Lescol XL— Cont. 

creases in HDL-C ware aUd'obiarved. The mBdian (25^ and 
75*^, percentile) percentxhahgea from baaelihe in HDL-C for 
Uicol XL were +7(+0;+16) efta^ 24 weeks 6? triatment. 
(See table2 on previouBpkgel * *~ 

In patien'ta with priinary mixed dyslipidemia (Fredfickaon 
.Type lib) a« defined by baseline plaema triglycerides leveU 
a 200 mg/dL, Lcacol XL 80 mg produced a median reduction 
in triglyceridea of. 25%. In theta patianta, Lescol XL 80 mg . 
produoed median (26''' and, 75^ percentile) percent change 
from -.bflselirie in HDL-C. of +H{+3,+20). Significant, da- 
creasea in Tbtal-C, LDL-C, and Apo B were alio achieved. In 
these fltudiea, patients .wi th triglyceridea >400 nig/dL were 
'excluded. 

Reduction In the RlaW qf Recurrent Cardiac Evenu 

.In the Lescpl Intervention Prevention ^tu.dy.'the efect pf 
Lescol 40 mg administered twice daily on the risk of recur- 
rent cardiac eventa (time, to first occurrence, cf cardiac, 
death, nonfatal myocardial infai^tion, or revaaculariiatlon) 
was assessed in 1677 patients with coronary heart disease . 
who had undergone a percutaneous coronary intervention 
(PCI) procedure (mean time from PCI to randomization =3 
days), !n this multicenter, randomized,, double-blind, 
placebo -controlled. study, patient* were treated with dietary/ 
lifeityle counseling and either Leacol 40 mg {n»S44) or pla-. - 
cebo (n=833) given twice dally for.a median of 3.9 years. The 
study population was 84% male, 96% Caucasian, with 37% 
>65 years of age. At baseline patients had total cholesterol 
between 100 and 367. mg/dL (mean 201 mg/dL), LDL-C be- 
tween 4Z and 243 mg/dL [mean 132 mg/dL), .triglycerides, 
between 15 and 270 mg/dL (mean 70 mg/dL) and HDL-C 
between 8 and 174 mg/dL (mean 39 mg/dL).,-, 
Lescol significantly reduced the risk of recurrent- cardiac 
events (figure 1) by 22% (p«0,013, 181 patienU in the 
Lescol group vs. 222 patients in the placebo group). Revas- 
cularizatioh procedurea comprised the jnajority.of the initial 
recurrent cardiac events (143 revaecularization procedures 
in, the Lescol group and 171 in the placebo group), Consis.. 
tent trends in risk refduction were observed in patient* >65" 
years of agei 

Figure 1, PDmiry Eiidpolol • Riturrtnl Ordltc Evinti (Cirdlic Otith, . 
HonfitilMI or niviuulirliitlon Proeiiluri) (ITT Populttlon) 
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Outcome data for the Lescol lnfervention Prevention -Study 
ftre shown in Figure 2. After exclusion of revascularization 
■ procedure* (GABG and repeat PCI) occurring within the 
first '6 month* of the initial procedure 'Involving the origi- 
nally instrumented site, treatment witfi Leicol waa. associ- 
ated with a 32% (poO.002) reduction in' risk of late revascu- 
larization procedures (CABG or PCI occurring at the 
original site >6 months after the initial procedure, or at an- 
■other site),' 

' Flguti !. litcetA lelirYiatlga Ptivmtlsa itafy • PrlAiry inJ SicoEdinr Esdpsbli 
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Atherosclerosis 

In the Lipoprotein and Coronary. Atherosclerosis Study 
(LCAS),.the effect of Lescol therapy on coronAry athwosde- 
jrosis^'wai' assessed by quantitative coronary angiography 
(igcA) in pa&enta with coronary wrtery jdiaeaae and nuld to 
moderate hyperchoieaterolemia.{baseUn'o LDL-C rang* 115- 
;l9d mg/dL). ;ln this rand opiizeS' double-blind, placebo ton- 
polled trial, '429 patient* were -treated with conventional 
raeasurci'iStep l AHA DietXand either .Leacol .40 mg/day or 
placebo: In order to provide'treatmeh.t td patienta receiving 

«i;«K-« .i^ft I.ni Jr. Uirot. >lftn mir'MI.'it, h««alin» (iHiiinr. 



"the (tudy population. Quantitative coronary angiogram* 
'^ere eValuiited at baieUii* and 2.5 yean in 340 (79%) an- 
giographic evaluable patients. 

Lescol aigniftcantly. slowed the progression of coronary ath- 
eros^clerosi*.- Compared to placebo, Lescol significantly 
(lowed the progrMsion of leeions as measured by within- 
patient per'-lesioii- change in minimum lumen diameter 
(MLB), the" primary* eiidpoint (see Figure 3 below); percent 
diameter stenosis (Figure 4), and the formation of new le- 
sions (13% ofall.fluyastatin patient* versus '22%'of all pla- 
cebo patienta). Addltidhally, a significant differWce in. favor 
of Lescol was found between all fluvastatin and al)' placebo 
patient* in the diatribution among the three categories of 
.definite progression. '.defimte regression, and. mixed or no 
'■diarige, Beneficial., angiographic results (change in' MLD) 
..were. independent. of patients' gender and cprisistflht across 
in range of baseline. LDL^C levels. ■ . 
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I>a)ieATIONS AM) USAGE 

Therapy with , lipid-al taring agents should be used in addi- 
tion to a diet restricted in saturated' fat an* tholesterbl (see 
'National Cholesterol Education Program <I^CEP) Treat- 
ment Gurdelinea, below). * ' 

Hyperchoiesterblernla (hete'rozygout familial and non fa- 
milial) and Mixed Dysnpidamla^ 

Lescol* (fluvastatin addiiim) and' Lescol* XL (fluvastatin sp- 
dium),are.1ndicated to redUcis elevated total chdleaterbl (lb- 
tal-C), LDUC^TG and Apo B loVels, and' to increase HDI^C 
in patient* 'with primary' hypercholesterole'inia' and mixed 
dyBlipidemia (Fredricksdh iVpe Ila and lib) whose ^esponae 
to dietary restriction of saturated fat &n4 cholesterol and 
other nonpharmacolbgical meaaures has not-beeh adequate. 
Secohdary Prevtntlon of 'Coronary Eventa 
In patients with 'coronary heah disease, 'Leiscol and Lescol 
XL are indicated to reduce the risk of undergoing coronary 
revascularization procedures. 
Atherosderotli 

Leacol and Lescol XL are also 'indicated to slow the progres- 
sion of coronary atharosclerosia in patienta with coronary 
heart ■diaease as part of a treatment atratejy -to lowef total 
and LDL'cholesterorto-ta'fgel; levels. ' " 
Therapy" with lipid-alterin^ agents' should -be considered 
only after secondary 'causes *f<Jr hyperlipidemia such as 
poorly controlled diabetes mellitus;' hypothyroidism, ne- 
phrotic' syndrome; ■ dysprotelnemiai, ' obstructive liver dia- 
ease^ other medication, or alcoholiaro; have been excluded. 
Prior to Initiation of fluvastatin sodium,, a lipid profile 
ahouia be performed to measure Totial-C, HDtfC k'nd TG. 
For patieata* with TG <400 m&;dL*-«4:5-inmol/L); LDL-C 
can "be estimated uislpg' the fifltowlng equEttlbn:*-- " *' 

U)L-0;'i-"Tbtal-C- HDL-C • 1/5 TG 
For TG lov*ftl*'S:400 mg/dL* (>4. 5 mmbl/L), thi* equation is 
Umn Amitr^t* wiiri T.hirO rhnmntratibn* ahotild be deter* 



Lipid determthations should be performed "at Intervals of 
lass than 4 weeka^aad doaage adjusted according to the ] 
ti ant's 'rea'pohie to fl^erapy. ' ' • 
The Nalidnal Cholesterol Edocatioh - Program (UCl 
TVeatmerit Guid'elljies are e'ummarfzed be'bw; 
.ISe'a table 3 at top of hext 'pafe] 
■.After. the LDL-C goal haa.been ach'ieyed, If the TG'is i 
a200 mg/dL, hon-HDUC (titil-C mlniis HDL-Cytecome 
secondary target .of. therapy. Non-PIDL-C 'feoals are' 
30 mydL' higher ti(an -LD]U(3 goals for each risk'ca'tegoV 
At. the' time of hospitalization for an acute .'cbtbnary eve 
. con6ideraUon,caji;be*given to initlating drug therapy.'at c 
charge if _the .LDL-.e level is iI30 mg/dL (NCEP-ATP II 
Sirice the goal of ti^atment is to low>r, LDL-C, the NC 
recommenda that the. LDL-C level a be used to' initiate i 
assess, treatment .response. Only if LDtC l^vela "are i 
available, should the Tbtal-C ^je used to mo'nitbrtherap) 
(See table 4, at top of next page) ■ 
Neither Lescol nor Lescol XL have been studied in' con 
tions where the .miyor abnormality .is elevation of chyloi 
crons; VLDL, or IDL(i.e„ hyperlipoproteinemia.Oypes I, 

rv, or v).^. * ■ . . ■ •■ ^ 

CONTRAINDICATIONS-. .-•■*'• 
Hypersensitivity "to any component of this medica'ttt 
Lescol* (fluvastatin sodium) and Lescol* XL (fl.uvaatatin 
dium) are contraindicated.iii patients with active liver c 
ease or unexplained, persistent elevations in sen 
transaminases (tee WAHNli^GSl 
Preflnency and Lactation 

Atherosclerosis is ..a chronic process and.' discontinuation 
lipid-ioweri;ig druga during pregnancy should have* lit 
impact. on the outcome of long-term therapy of'prinif 
hyperchbleateroieroia. Cholesterol. and other. products 
cholesterol .bibayntheais are,.'bs8entiai , component*^ for' fe 
development (including aynlhesia'of sterbida and-'cellme 
branesi. 'Since HMG-CoA reduct^e Inhlbitora decrease d 
lesferol syniiheai* and pbs*ibly 'ihe synthesis of otherbiol 
ically active aubatance* derived from cKole8tbro!,:they n 
cause fetal harm when administered "to pregnant womi 
Therefore, HMG-CoA reductase inhibitbra are coiitrain 
cated during pregnancy and in , nursing' mothe 
Fluvastatin aodlum should. be admlnltttred to women 
chlldbearlng age only whan aucfi, patients are highly! i 
tiksly to conceive end have been Informed of the poteen 
hazard*.. If tlie patient becomes pregnant .while takiiig t 
class of drug, therapy' ahould be discontinued- and the-] 
tient apprised of the potential hazard *to* the fetus... 

WARNINGS 

Uver Enzyme* ' ^ 

Biochemical abnormalities .of liver function have been ei 
dated with HMG-CpA reductaise inhibitors and other lip 
lowering aeents. Appro'xitnatoly 1.1% of patienta treat 
with Leacol* (fluvastatin aodlum) capsulea in worldwide t 
a Is developed, doae-related, peraiatent elevations' of trai 
aminaaa leyele to mere than 3 .timea the upper limit of .n 
mal. Fouf-teen of these pati.ents (0.6%) were discontirib 
from therapy. In all clinical trials, a total of 33/2969 patiei 
(1.1%) had persistent transaminase elevations, with an i 
erage' fluvastatin exposure of approximately 71.2 weeks;' 
of these patients {();B%).w.ere discontinued. The. mtyority 
patienta with* these abnormal biochemical findings w£ 
aaymptornatic. 

In a pooled analysis of all placebo-controlled *st,uciies 
..which Leacol capsules were used, persistent ;transainin« 
eieVations (>3 tiniea the upper limit of norin;al.fULN] on f 
consecutive weekly measurement*) pcc'urred 'in 0.2%, 1,6 
and 2,7% of patients treated with 20, 40, and 80 mg ( 
trated. to 40 mg 'twice dally) Lescol capsules, respective 
Ninety-one percent of the cases of persistent liver func'ti 
teat abnormalities (20* of '22, patient*! occurred within 
weeks of therapy and.;in all patients with persistent liV 
function test abhormalitte* there was- an abnoicmal liv 
function teit present at baseline or by weak* 8, *, . 
In tiia pooled analysis of t^e 24.week conti-oUed tirials, ja 
aistent-tranaaminaee elevation occurred in 1.9%, L8ft (U 
4. 9%. of patienta treated with .-Lescol* XL (fluvaitat 
.sodium) 80 mg, Le.acol 40 ^g and Leacol 40 mg.twice:dt3 
respectively. In. 13.pf "le pati en.ts'.'treated.yiitK.Lescol.ja, jl 
abnormality occurred within 12 week* of initiation oftrei 
me nt; with Leacol XL 80 mg. .. . . 

It la recommended that (iver function tests be perform! 
before the Initiation of therapy and at 12 w*ek(.foitowir 
Initiation .of treatmtnt- or elevation In dose/ Patients . «1 
.develop*trBn8eniinase..elevations*or signa:and syinptoauj 
•liver disease ahould be monitored to confirin the flndingisn 
■ ahould be- followed tiiereaflor 'with' frequent ■liver fyuctij 
teats until the levels return to normal; Should an increai 
in AST or ALT of tiiree timea the upper limit of nomtiK 
greater peraist .(found on;two consecutive occaaion6)!witl 
drawal of fluvastatin" sodium, therapy is, recommended, 
'Active liver di*ea«e or unexplained transaminase eievetira 
are contraindicationa to the usff of Leacol and Lescol ttffi 
CONTRAJNDICATIOm. Caution should be exerciis 
when fluvastatin sodium is-administered-to patients wife 
history of liver disease or heavy alcohol ingestion (m CUH 
ICAL PHARMACOLOpY\ Pharmacokinttict i MetabelUr^) 
Such- patient* should barclosely monitored; •* ... '-r^^ 
Skeletal -MUtd* rw^ 
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inior muicl* waiOmen in co^itinction with Incnasai in ere- 
Uin» pheiphokinue (CPK) valuea to graater than 10 drnw 
■ thi.u^per limit of normal, hu been rtported. 
Myopathy should ba cohsidersd In any patlanti with dlf- 
foit mralglat, mutela ttndtrncM or waakna'tt, and/or 
mtrktd eltvatlon of CPK. Patltnta thould ba advltad to r»> 
pen promptly .untxplatnad muscit pain,' tandarnata or 
wiiknatt, partlculaHy If acoornpanladby nialalsa or favar. 
Ruvaitatlh aodium tharapy ihduld 'ba dlaeontlnuad If 
mirktdJy alavattd'CPK lavala occur or myopathy' It dlag. 
nottd or luipectad. Fluvaatatln iodlum tharapy should 
ilto batamporarlty. with held In any patient expertanclng 
in ecuta or tarloua cpndltion pradtspoilng to tha develop 
; mint of ranal fallura secondary to rhabdomyolyils, e.9, 
iipili;,hypotan<Ion; major surgery; trauma; tavare mate 
belie, endocrine, or electrolyte disorders; or uncontrolled 
iplltpsy 

ThS'.riak of myopathy and or rhabdo myolysis during treat* 
m(nt with HMG-CoA reductase inhibitors has been re* 
ported to be increased if therapy with either cyclosporine. 
pmfibroiil, erythromycin, or niacin is administered concur- 
rtntiy. Myopathy was not obsen^ed in a clinical trial in 74 
pstients Involving patients who wore treated with 
fluyastatin sodium together with niacin. 
Uncomplicated myalgia has been observed infrequently in 
pitienta treated with Us col at rates indistinguishable from 
piscebo. 

Tilt use of fibrates alone may occasionally be associated 
with myopathy The combined use of HMG-CoA reductase 
inhibitors and fibrates should generally be avoided. 

■PRECAUTIONS 
Qiniral 

Before- in8titutin| therapy with Lescol* (fluvastatin 
lodium) or Lescol* XL. {fluvastatin sodium), an attempt 
' ihould be made to control hypercholesterolemia with appro- 
priate diet, exercise, and weight reduction in obese patients, 
ind to treat other tmderlying medical .problems (see INDl 
CATIONS AND USAGE). 

Tie, HMG-CoA reductase inhibitors may causa elevation of 
creatine phosphokinase and transaminase levels (see 
WAJiNINGS and ADVERSE REACTION^). This should be 

' cwiiidered in the diflferential diagnosis of chest, pain in a 
patient on therapy with fluvastatin sodium. ' 

. Homozygous Femlllal, KYperchoiesterolemia 
HMG-C6A reductase inhibitors are .reported to ba less effeo 
tivfl in patieiita with rare homozygous familial hypercholes 
ttrolemia, possibly because these patients have few func- 
lio&al LDL receptors. 
Wormstfon for Patients 

fitiints Ihould be advised to repon promptly unexplained 
mutclatpatn, tenderness qt waaknass, particularly If ac-, 
tompinJtd by mslalt* or fever, 

■ Women should be informed that if thay become pregnant 
while receiving Lescol or Lescol XL Uie drug should be dis- 
continued iminediately to avoid possible harmftil. effects on 
I developing fetus from a relative deficit of cholesterol and 
biolopcal products derived from cholesterol, In addition, 
Leicoi or Lescol XL should not be taken during nursing. 
(SttCONTRMNDlCATIONS.) 

Drug Interaction* 

The below listed drug interaction inform,ation is derived 
from, studies ueing immediate release fluvastatin. Similar 

' Jtcdiea have not been conducted using the Les'col XL tablet 
lmmvnoi(jpprasslv» Drugs, Gamfibrozti Niacin^ (Nicotinic 
Atldh ^rythrofnyoln (See WARNINGS: Sktletai Mutdel 
In vitro. data indicate that fluvastatin metaboliara involves 

; Duitiple Cytochrome P450 (CYP) isozymes. CYP2C9 ieoen- 
tymaia. primarily involved in the metabolism of fluvastatin- 
M5%), while CYP2C8 and C'i'P3A4 isoenzymes are in- . 
Tolved to a much less extent, i.e. ^5% and '^2096, respec- 
tively. If one pathway is inhibited in the elimination process 
cf fluvastatin other pathways may compensate, 
in vivo, drug interaction studies with CYP3A4 Inhibitors/ 
lubstratesJuch.aa cyclosporine, erythromycin, and itra- 
eccaile result in minimal changes in the pharmacokinetics 
of fluvastatin,. confirming less involvement of CYP3A4 iao- 
iRe._ Concomitant- administration of fluvastatin and phen- 
ytoiit increased the levels of phenytoin and fluvastatin, sug- 

■ [ejtinj predominant involvement of CYP2C9 in fluvastatin 
EttaboUsm. 

Ultdn/Propranolol: Concomitant administration of imme-' 
ilita release fluvastatin sodium with niacin or propranolol 
hu Qo effect on the bioavailability of fluvastatin sodium.^ 
Chotittyramlna: Administration of immediate release 
fluvastatin sodium concomitantly with,. or up to 4 hours af- 
ter cholestyramine, results in' fluvastatin decreases of more 
. Ihin m for AUC and 50%-80% for C^»..- However, admin- 

■ titration of immediate release fluvastatin sodium 4 hours 
liter cholestyramine resulted in a clinically significant ad- 

r ditjve effect compared with that achieved with either com- 

■ pcnent drug. 

CYclotportna: Plasma cyclosporine levels remain un- 
: dunged when fluvaaUtin (20 mg daily) was administered 

CBCcurrently in renal transplant redpienta cn stable cyclo- 
) tporine jegimens. Fluvastatin AUC increased 1.9 fold, and 

■ increesad 1.3 fold compared to hUtorical controls. 
-J.. t_ , „ ^.j.. „.,, , 
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Table 3 



NCEP Ty.atm.nt Quldtllne.: LOLJ Qoats and Cutpolnt. (or Th.rap.utlc Llfestyla ChanQ.s and Oruo 



Risk Category 


LDL Goal 
.(mg/dU 


LDL Laval at Which to 
Initiate Theraptutic 
Llfestyla Changes 

Img/dU 


LDL Level' at Which to Conalder 
Drug' 

(mg/dLI 


CHDT or CHD risk 
aquivalentfl 
(10-year nsk >20%) 


,<I00 




al30 

(100-129: drug optionaDtt 


2+ Risk factors ' 
(10-year risk 320%) 


<130 


£130. ■ 


10-year risk W^20%: a 130 
lU-yearrisk <10%: £160 


O-l Risk factorttt 


•<i60 


a 160 


&190 

(160-189: LDL-lowerihg drug • 
optional) 


tCHD, coronary heart disease 

!Im '"'/^^^"v.'^"*' "f°^J""f LDL-lowering drugs in this category if an LDL-C level of <:00mg/dL cannot be 
;?ot7nic aL'^'T"^' r'r ? u'^r^"- P""^*^!^ ^°^^y triglycerides and HDL-C e g 
m A l.f In f f • f I'* judgement also may call for deferring drug therapy in this subcategory. • . . 
Lc^^rTno?L«^^^^^^ " lO-yaar risk assessment in people with 0-1 risk 




Table 4 ■ 


Classification of Hyperlipoproteinemias 






Lipid Elevations 


Type 


Lipoproteins 
Elevated 


Major 


Minor . 


I (rare) ' 

Ila 

lib 

III (rare) 
IV 

V (rare) 


■ Chylomicrons- = * . ' tg 
LDL ■ • c 
LDL, VLDL . c 
IDL c/TG 
VLDL . * , TG 

. Chylomicrons, VLDL iq 


. TG ■ " 

T ^ C 
. T-*C 


C = cholesterol TO = triglycerides. LDL = low density lipoprotein, VLDL - very low density lipoprotein, IDL « intennediate 
Density lipoprotein 



ErythromYcIn: Erythromycin (500 mg, single dose) did npt 
affect steady-state plasma levels of fluvastaiin (40 mg 
daily). 

Itracon»zol§: Concomitant administration of fluvastatin 
(40 mg) and Itraconawle (100 mg daily x 4 .days) does not 
affect plasma itraconazole or fluvastatin leveisV ' - 
Gamflbroxll: There is no change in either fluvastatin 
(20 mg twice daily) or gemfibrozil (600 mg..-twica daily) 
plasma levels when these drugs are co-adminlstered. " 
Ph»nyt0ln: Single hiorning dose administration of pheny- 
toin (300 mg extended release) increased mean steady-state 
fluvastatin (40 mg) C^^ by 27% and AUC by 40%" whereas 
fluvastatin increased the mean phenytoin C^^ by" 6% and 
AUC by 20%. Patients on phenytoin should continue to' be 
monitored appropriately when fluvastatin therapy is initi- 
ated or when the fluvastatin dosage is changed. ' 
DIchfanac: Concurrent administration of fluvastatin 
(40 mg) increased the mean C^^ and AUC of diclofenac by 
60% and 25% reapactively.- 

Tolbutamldt; In healthy volunteers, concurrent adminis- 
tration of either single or multiple daily doses of fluvastatin 
sodium (40 mg) with tolbutamide (1 g) did not affect the 
plasma levels of either drug to a clinically significant extent. 
Gllbanelamlda (Qlyburlda); In glibenclamide-treated 
NIDDM patients (n«32), administration of fluvastatin 
(40 mg twice daily for 14 days) increased the* mean C^^,, 
AUC, and t^j of glibenclamide approximately 50%, 69% arid 
121%, respectively. Glibenclamide (5.20 mg daily) increased 
the mean C^*, and AUC of fluvastatin by 44% and 51%, 
respectively. In this study, there were no changes in 
glucose, insulin an'd C-peptide levels. However, patients on 
concomitant therapy with glibencUmide (glyburide) end 
fluvastatin should continue to be monitored appropriately 
when their fluvastatin dose is Increased to 40 mg. twice 
daily. ' ■ 

iosartan: Concomitant administration of fluvastatin with 
losartan has no effect on the bioavailability of either loser- 
tan or its active metabolite. 

CImetldIn a/Ranltldlna/Om aprazola: Concomitant ad m In • 
istration of immediate release fluvastatin sodium with ci- 
metidine, ranitidine and omeprazolia results in a significant 
increase in the fluvastatin C^u (43%. 70% and 50%, respec- 
tively) and AUC (24%-33%), with an 18%-23% decrease in 
plasma clearance, 

RIfamplcIn: Administration of immediate release fluvas- 
tatin sodium to sulyects pretreatcd with rifampicin results 
in significant reduction in C^ (69%) and AUC (61%), with 
a large Increase (95%) in plasma clearance. ' 
Warfarin: In vitro protein binding atudies demonstrated no 
interaction at therapeutic concentrations. Concomitant ad- 
ministration of a single dose of warfarin (30 mg) in young 
healthy males -receiving immediate release fluvastatin 
sodium (40 mg/day x 8 days) resulted in no elevation of ra- 



itanUy with other .HMG-CoA reductase inhibitors. There. 
■ fore, patients receiving warfarinrtype anticoagulants should 
have their prothrombin times closely monitpred when fiu- 
vastatin sodium initiated or the dosage of fluvas'tatb sp- 
dium is changed. ' , * " ' '. ■ , ' • 

Endocrine Function ... 

HMG-CoA reductase inhibitors interfere with cholesterol 
synthesis, and lower circulating. cholesterol levels end; as- 
.8uch( might theoreticelly blunt adrenal or gonadal steroid 
hormone production. ■ 

Fluvastatin exhibited.no effect upon non-stimulated Cortisol 
levels and demonstrated no effect upon thyroid metabolism 
aa assessed by TSH. Small declines in total testosterone 
have bean noted in treated groups, but no^commensurate 
elevation in LH occurred, suggesting that the observation 
was'not.due to-a direct effect upon testosterone production. = 
No effect upon FSH in males was noted. Due to the limited-, 
number of premenopausal females studied to data, no con- 
clusions regarding the effect of fiuvastatin upon female sex 
hormones may be made. 

Two clinical studies in patients receiving fluvastatin at 
doses up to 80 mg daily for periods of 24 to. 28 weeks dem- 

. onstrated no effect of treatment upon the adrenal response 
to AGTH stimulation. A clinical study evaluated the effect of 
fluvastatin at doses up to 80 mg daily for 28 weeks upon the 
gonadal response to HCG' stimulation.- Although the mean 
total testosterone response was significantly reduced 
(p<0.05) -relative -to baseline in the i90 mg group, it was not 
significant in comparison'to the changes- noted in groups re*' . 
ceiving either 40 mg of fluvastatin or placebo. - 
Patienta treated with fiuvastatin sodium who develop din* 
ical evidence of endocrine dysfunction ahould.be. evaluated 
appropriately. Caution should' be exercised if an HMG-CoA 

■reductase inhibitor or other agent used to lower cholesterol 
levels is administered to patients' receiving other drugs " 
(e.g., ketdconazole, spironolactone, or dmetidine) that may- 
decrease the levels of endogenous steroid hormones.' 

' CNS Toxicity 

CNS effects, as evidenced by decreaaed activity, ataxia, loss 
of nghting reflex, end ptosis were seen in the following an- 
imal studies: the 18-month mouse carcinogenicity study at 
. 50 mg/kg/day. the B-month dog study at 36 mg/kg/day, the 
6-month hamster study at 40 mg/kg/day, and in acute, high- 
dose studies in rata and hamsters (6& mg/kg), rabbits 
(300 mg/kg) and mice (1600 mg^gJ. CNS toxicity in the 
acute high-dose studies was characterized (in mice) by con- 
spicuous vacuole tion in the ventral, white columns of the 
spinal cord at a dose of 5000 mg/kg and (in rat) by edema 
with separation of myelinated fibers of the ventral spinal 
tracta and sciatic nerve at a dose of 1600 mg/kg. CNS tox-- 
icity, characteriied by periaxonal vacuoletion, was observed ' 
in the medulla of dogs that.died after treatment for 6 weeks 
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hemorrhapes, .edema, and mononuclear cell infiltration of 
perivascular ilpaces. have been observed in doBB treated 
with other membera of. this claas. No CNS leaiona have been 
ob«erved after .chronic treatment for up to 2 ye are with 
fluvastatin in the moiiaa (at doiea up to 350 mg/kg/day). Vat 
(up to 24 mg/kg/day). or dog (up to 16"mg/kg/day). 
Prominent bilateral posterior V suture Unea-in the ocular 
leni were seen in dogs after .treatment with 1. 8, and 
16 mg'Ttg/day for 2 yeara. 

Carclnoganesi*, Mutageneifs, Impairment of Fertility 
A 2-year study waa performed in rats at doaa levels of 6. 9,. 
and ia.24 (escalated after 1 year) mg^g/day. These treat- 
ment levels represented plasma drug levels of approxi- 
mately 9, 13; and 26-35 times the mean human plasma drug 
concentration after a 40 mg oral dose. A low incidence of 
forestomach squamous papillomas and 1 carcinoma of the 
forestomach at the 24 mg/kg/day dose level was conaidered 
to reflect tlie prolonged hyperplasia induced by direct con- 
tact exposure to fluvastatin^ sodium rather than to a, sys- 
temic effect of the drug. In addition, an increased incidence- 
of thjToid follicular cell adenomas and carcinomas was re- 
corded for males treated with lS-24 mg/kg/day. The 'in- 
creased incidence of thyroid follicular cell neoplasm in male 
rata with fluvastatin sodium appears to be consistent with 
findings from other HMG.-CpA reductase inhibitors. -In con- 
trast to other HMG-CoA reductase- inhibitors, no hepatic ad- 
enomas or carcinomas were observed. 
The carcinogenicity study conducted in mice 'at doso levels 
of 0.3, 15 and 30 mg/kg/day revealed, aa in rats, a statiati. 
cally significant increase in forestomach equamoua cell pap- 
illomas in males and females at 30 mg/kg/day and In fe- 
males at 16 mg/kg/day. These treatment levels represented 
■ plasma drug levels of approximately 0.06, 2, and 7 times the 
mean human plasma drug concentration after a 40 mg oral 
dose. 

No evidence of mutagenicity was observed in vitro, with 
or without rat-liver metabolic activation, in the following 
studies: microbial mutagen tests using mutant strains of 
5o/monei/o typhimurium or Escherichia coli; malignant 
transformation assay in BALB/3T3 cells; unscheduled DNA 
synthesis in rat primary hcpatocyUs; chromosomal aberra- 
tions in .V79 Chinese Hamster cells; HGPRT V79 Chinese 
Hamster cells. In addition, there-was no evidence of muta- 
genicity in vivo in either a rat or mouse micronucraua test. 
In,'a"study in rats at dose levels for females of 0.6, 2 and ' 
6 mg/kg/day arid .at dose levels for males of 2,' 10 and 20 mg/ 
kg/day: fluvastatin sodium had no adverse effects'on the fer- 
tility or reproductive perfo'rmance. 
Seminai vesiclea and testes were smell in hamsters treated 
for 3 months at 20 mg/kg/day (approximately three times 
the 40 milllgtam human daily dose -baaed on surface area, 
mg^m*). There was tubular degeneration and aspermato- 
genesis in testes as well as vesiculitis of seminal vesicles, 
Vesicuiitis of seminal vesicles and edema of the testes were 
also seen.in rats treated for 2 years at 18 mg/kg/day Cap-: 
proximately 4 times the - human C„», "achieved with a 
40 milligram daily dose). 
Pregnancy 

Pregnancy Cetagory X • - 

Skt CONTRAINDICATIONS, 

Fluvastatin sodium produced delays in skeletal develop- 
ment in rata at doses of 12 rag/kg/day and in rabbits at 
doses of 10 mg/kg/day Malaligned thoracic vertebrae were . 
eeen in raU at 36 mg^, a dose that produced jnatarnal tox- 
icity. These doses resulted in 2 times (rat' at 12 mg/kg) or 5 
times (rabbit at 10 mg/kg) the 40 mg human exposure based 
on mg/m'- surface -area. Astudy.in which female rats were ■ 
dbaed during the third trimester at 12 and 24 mg/kg/day re- 
sulted in matamal mortality at or near term wid-postpar- . 
tum.In addition, fetal .and neonatal lethality -were "appar- . 
ent. No effects on the-dem or fetus occurred at 2 mg/kg/day. 
A second study at leveb of 2, 6, 12 and 24 mg/kg/day con* 
firmed the findings in the first study witii neonatal mortal- 
ity. beginning at 6 mg/kg. A modified Segment-III study was 
performed at dose levels of 12 or 24 mg^dajr.with or with- ' 
out the; presence of concurrent supplementation with 
mevalonic addy.a product pf HMG-CioA reductase which is' 
easential for cholesterol' biosynttiests. The concurrent ad- 
ministration of. mevalonic. acidVcompletely prevented the 
maternal and- neonatal .mortality but did not' prevent low' 
body weights in pups at 24 mg/kg on days 0-and 7 postpar- 
tum. Therefore, the matemaj and neonatal lethality ob- 
served with fluvastatin' sodium reject its exaggerated phar- 
macologic effect during pregnancy.. Thert\are no data with 
flii'vastatin sodium 'In prepiaht women'. However, rare re- 
porta of congenital anomalies have been received following 
intrauterine exp.biiure'to other HMG-CoX reductase inhibi- 
tors: There has been one report of severe congenital bony, 
deformity, trriche'o-eso'phageal fistula, 'and "anal atresia 
(VATER association) in a baby bom to a woman who took 
another HMG-CoA reductase inhibitor with' dextroamphet- 
amine sulfate during the first trimester of pregnancy, Leaeol 
or Uteol Xlj should be admlfilatired to woman of child- 
bearing potential only whan such patitrrts are hlgMy un- 
llkafy to conealve .and ^ava bain Inforraed of the potential 
hazards. If a wdinan becomes pregnant while taking Leecol' 
or Leacol XL, .the drug should be discontiiaued 'arid the 'pa- 
tient advised ag aiii as.to the potential haiarda "to the fetus*. * 
Nurslng'Mothera ' ' ■ . ' " ■ • 

Baaed on preclinical data, drug is present in breast milk in 
a 2:1 ratio (milk:plasma). Because of the potential for seri- 



ous adverse reactions in nursing infanta, nursing 
women sliould. not take Uscol or Lescol XL Ciee 
CONTRAJNDiCATIONS). 
. Pediatric 0«e 

Safety and effectiveness In individuals less than 18 yeara 
old have not been established. Treatment in patients less 
than 18 years of age is not recommended at this time. 
Geriatric Use . - /. . 

The effect of age on the pharmacokihetica of immediate re- 
lease fluvastatin sodium was evaluated. Results indicate 
that for the general patient population plasma concentra- 
tions of fluvastatin sodium do not vary as a function of age. 
(See aUo CLINICAL PHARMACOLOGY: Pharmacokinet 
ic${ Metabolism.) Elderly patients (a 65 years of. age) dera 
.onstrated a greater treatment response in respect to LDL-C, 
Tbtal-C and LDLOiDL raUo than paUents <65.year3 of age. 
ADVERSE REACTIONS . 
In all clinical studies of Lescol* (fluvastatin sodium). 1.0% 
(32/2969) of fluvastatin-treated patients were discontinued 
due to adverse experiences attributed to study driig (mean 
exposure approximately 16 months ranging in duration 
from 1 to >36 ihonthaX This results in an exposure adjusted 
rata of 0.8% (32/4051) per patient year in fluvastatin pa- 
tients in controlled studies compared to an incidence of 1. \% 
(4/355) in placebo patient*. Adverse reactions have usually' 
been of mild to moderate severity. 

In controlled clinical studies, 3,9% (36/912) of patients 
treated with Lescol* XL (fluvastatin sodium) 80 mg discon- 
tinued due to adverse events (causality not determined). 
Clinically "relevant adverse experiences occurring in the 
Uscol and Lescol XL controlled studies with a frequency 
>2%, regardless of causality, include the following; 

Tables 

Ctlnlcally Relevant Adverse Experiences Occurring In >2y. 
Patients In Lescol? and Lescol XL* Controlled Studies 









Lescol* 




Lescol*' 


Placebo' 


XL^ 




(V.) 


m 


, 1%) 


Adverse Event 


(Na2326) 


(Ns960) 


(NsSlZ) 


Musculoskeletal 








Myalgia 


■ 5.0- 


4,5 


3.8 ' • 


Arthritis, 


2.1 


2.0 


.- 1.3 


Arthropa'thy 


NA 


" NA' 


3.2 


Respiratory 








Sinusitis 


2.6 


1,9 . 


3.5- 


Bronchitis 


1.8 


" 1.0 . 


■ • 2.6 


Qattrointettlnal 








Dyspepsia " 


7.9 ■ 


3.2 , 


3.5 


Diarrhea . 


4.9 


4.2 


3.3 


Abdominal Pain 


■ 4.9 


3.8 


3,7 


Nausea 


3.2 


2.0 


2,5 


■Flatulence 


..-■2.6 


2.5 


1.4 " 


Psychlatric.t^Itorders 






.Insoninia ' 


2.7 


1.4 


.0.6 . 


Genftou'rlnary ■ 






' Urinary Tract 








Infection 


I'.e 


1.1. 


2,7 . 


MIscelianeout. 






Headache 


3.9 ■ 


7.8 ■ 


4,7 


'Influenza-Like 




Symptoms 


5.1 


I'h.l \ 


.* 7.1 


Accidental 








TVauma 


5:1 


.4.8 


4.2 


Fatigu'e 


2.7 


2.3 


1.6 ■ ' 


Allergy 


2.3 


. 2.2 


1.0 



and 40 mg twice .daily) 
* Controlled trials' with Lescol XL 80 rjig Tablets . " 

The following effects have been reported With. drugs in this" 
clasa. Not all the effects listed below have necessarily been 
: associated with fluvastatin sodium therapy. 
Sk$l§ta1r 'muscle. cramps, myalgia, myopathy, rhbbdomyol- 
ysis, arthralgias. ; 

Weuro/og/ci/; ' dysfunction of certain cranial nerves (in- 
■ eluding alteration of Uste, impainneint of extra-ocular 
movement, facial paresis), tremor, dirrinesa, vertigo," meni- 
ory loss, paresthesia, peripheral neuropathy, pariph'ofal 
nerve palsy, psychic disturbance's, anxiety, insomnia, 
depression.' 

Hypirt^nMftMty B»»ctlot\s: An apparent hypersensitivity 
syndrome has been reported rarely which has included one 
or more of the following features; anaphylaxis, angioedema*, 
lupus' erythematosue-Uke syndrome; polymyalgia rheumat- ■ 
ica, vasculitis, purpura, thrombocytopenia, leukopenia, he* 
molytic anemia, positive ANA,'ESR increaie, eosinophilia, 
arthritis, arthralgia, urticaria, asthenia, photosensitivity, 
fever, chilla, flushirig, malaise, dyspnie'a, toxic epidermal" 
necrolysis, erythema .'multiforme, including Steven's-' 
Johnson syndrome. . 
Oastrdlntastinal: . pan(Matitia, hepatitis, Including chronic 
active hepatitia, cholestatic jaundice, fatty change in llvar, 
end, rarely, drrhosts, fyihninaht hepatic necrosis,' and hep- 
atoma; anoreida, vomiting, . ■ ' 
Sklri: alopecia, pruritus. A variety -of skin changes (e.'g., 
nodules, discoloration, .dryness of akin/mucous 'membranbs, 
changes to hair/naila) have been reported. 
RaprodUtitlva: gynecomastia, loss of libid'o, erectile 
dysfu.nction. 
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Vr*?' progression of cataracts (lens' ojiacitrei 
ophthalmoplegia. ■ • 

Laboratory AbnormaHtha: elevated trans'amihaies,- ilkj 

line pho3phataBe, ^^glutamyl transp^iptidasei arid bilimbii 
thyroid function abnormalities.. 
Concomitant Therapy '' ; 

Fluvastatin sodium.ihas b.ee'n administered .concurreh'tt 
with cholestyramine and iiicotihic acid. No, adv'prse rex 
•tione unique to. the combination or in'addition tb tbos'e'pn 
vipualy reported for this, class of drugs alone have bean n 
ported. Myopathy and rhabdgmyolysis (with, or withoi 
acute renal failure) have been reported when another.HMC 
CoA reductase inhibitor was' used in combination with in 
munosuppressive drugs, gemfibrozil, erythromycin, or lipii 
lowering doses of nicotinic"4cid. Concomitant therapy wit 
HMO-CoA reductase. inhibitors and these agenta is genei 
ally not recom'mended. (Stt WARNINGS': SkEletal Mutilt 

■ OVERDbSAGE ■ "*.' ' 

The approximate oral LDjo is-greater than '2 g/kg in mic 
and greater than 0,7 g/kg in rata. 
The maximum single oral dose of Lescol* (fluvasteti 
sodium) capsules received by healthy volunteers was 80 mi 
No dirii cally signiftcant adverse experiences were tee 
at this dose. The maximum doso administered with.s 
extended-release formulation waa 640 mg for two week 
This db^e was riof well 'tolerated and produced a. variety ^ 
GI complaints and an increase in trahsaminase velu'ei (i.e 
SGOTand'S(}PD. ■ ; - ■ 

There has been a single report of 2 children, bnfry-years.o! 
and the other 3 years of age, either of whom may have poi 
sibly ingested fluvastatin aodium. The maximum amount 1 
fluvastatin sodium that co.uld have'heen ingested was 80 ra 
(4 x 20 mg capsules). Vomiting waa induced by ipecaci 
both childreti and no capsules were noted in their emesi 
Neither child experienced any adverse symptoms* and "^b'ot 
recovered from the incident without problems. ~ ■ 
Should an accidental overdose occur, treat symptoms ticall 

.and institute supportive measures as reqiiired. The dialy 
ability of fluvastatin aodium. and of its 'metabolites in' hi 
mans is not known at present. 

Information about the treatment' of oVerdoU.'can often' h 
obtained froin a certiflied Regional' PoiVon 'Contfoi Ceiil'e 
Telephone numbers of certified Regional' Poison iCbntn 
Centers are 'lis ted. in the Physicians' Desk' R'efe'rente*,* ' 
DOSAGE AND ADMINISTRATION ■ • 
The patient should be placed. on a standard": 'choieatero 
lowering diet before receiving Lescol* (fluvastatin sodiun 
or Lescol* XL (fluvastatin'iodium) and should continue 0 
this diet during treatment with Lescol' or Lescol XL. (Se 
NCEP Treatment Guidelines for details on dietary therapy 
For patients' requiring LDL-C reduction to a goal of a 25? 
the recommended starting dose is 40 mg as one capsuh 
80 rag. as one Lescol XL tablet adniinisteredaB a single doi 
in the' evening or 80 mg in divided doses ofthe'itO rag ca; 
sule given twice dally. For patients requiring LDL-C rediit 
tion to a goal of <25% a starting dose of 20 mg ra'ay be used 
The recommended dosing range is 20-80 mg/dajf. Lescol i) 
Lescol XL miy be taken without regard to 'meals, ainc 
there are no apparent differences 'in' the lipid-bwering ef 
fects of fluvastatin .sodium. administered with the evenihj 
meal or 4 hours 'after the eviening meal. Since the m'^xiiriB 
reductions In LDL-C of a given dose are seBn within < 
weeks,' periodic lipid determinations should be performet 
and doaage adjustment inade wicording' to the ■patient's re 
sponse to "therapy and established treatmeiit guidetinei 
The therapeutic effect of Lescol of Les'col XL is maintainet 
with prolonged administration. ' ■ •' 

Concomitant Therapy ■ 

Lipid-lowering effects on total cholesterol and LDL choles 
terol are additive when immediate release Lescol is com- 
bined with a bile-acidtinding resin or niadn. Wheffadrain- 
istering a bile-atid resin- (e.g.;. cholestyramhie) enc 
fluvastatin aodium, Lescol should be'edministered-at bed- 
. tim8,'at leaat 2 hours following the resin to avoid a lignife 
cant interaction' due to drug binding-to resin,- (Sec a/jc 
ADVERSE REACTIONS: Concomitant Therapy.) • 
Dotage In Patients with Renal Insufficiency 
Since fluvastatin sodium is cleared hepatically- with lew 
than 6% of -.the administered dose excreted -into -the uriiiei 
dose adjuatmcnta for mild -to moderate renal impairment 
are not necessary. Fluvastatin has not been studied at dcsei 
greater than 40 mg in patients with severe .-renal impair- 
ment; therefore caution should be exercised when Ireating 
such patienta at higher doses. . . . 

HOW SUPPLIED ' ■•• • 'r. 

Lescol* (fluvastatin sodium) Capsules' 
20 mg ■ . ' = 

Brown and light brown imprinted twice, with "A" Vn4' 
"20" on one half and and the Lescol* (fluvastatin sodiiia^ 
logo twice, on the other half of 'the capsule.' ' '*'•' 
Bottles of 30 capsules ;';.;'..,..;.:'„..:.:...','(NDC 0078-01 7Vl5f' 

Bottles of 100 capsuleV (NDC 6078-0176-051: 

40 mg - — , p 

Brown and gold'imprifited twice'with" A " and '40" en tiiiiK 
half and "LESCXJL" and the UicoI^ ifffSrastatin iodiu'oT? 
logo twice on the other half of tiie capsule. ' ' ■ ' " ■ 

Botties of -30 capsules : (NDC 0078-0234- IsKi 

Botties of 100 capsules (NDC OO7M234-05)f 
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Lwcof* XL (ftuva»tatln.»odium) Extcndtd-Rilea** Tableu 
tOmg . 

Yellow, round', slightly biconvex film-coated tablet with bevi 
(ltd «dges deboBsed with "Leicol XL" on on« lida and "SO' 
on tha other. 

BottleB of 30 tablets (NDC 0078-0354.16) 

floUle of 100 tablets (NDC 0078-0354-06) 

Stori and Olspania 

Stora at;.25'C (77'F)i:excurBion« permittad to' 16*C-30TC 
(S9'F-86*F). tSea USP Controlled Room Temperature]. Dia- 
pen*6 in a tight container. Protect fh)m, light. 

'IVadeiriark of Medical. Economica Company, Inc. 

■ T2003-40 
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Shown in Product Idtntifieqtion Guide; page.331 



OMACOR® 

lomeg8-3-acId ethyl astera) Capaulea 
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DESCRIPTION. 

Omacor, a lipid-regulating agent, ia supplied as a liquid- 
filled gel capaule for oral administration. Each, one gram 
eapiule of Omacor (omega-S add ethyl eatera) conUins at 
\iut 900 mg of the ethyl estera of ■omega-3 fatty acids. 
Hiese are. predominantly a combinetioa of 'ethyl esters of 
eiroiapehtaenoic acid (EPA - approximately 465 mg) and 
(Jocosaheiaenoic ecid;(DHA • approximately 375 mg). 
The stnictural formula of EPA ethyl ester is: 




Ite empirical formula of EPA ethyl ester is CjjHjiOj, and 
the mplecular .weight of EPA ethyl ester Is 330.61. ' 
Tht structural formula-' of pHA ethyl ester !a: 




Hie empirical formula of DHA ethyl ester ia Ca^HjjOi, and 
Uu molecular weight of DHA ethyl ester is 356.55. 
Omacor capaulea also contain the following inactive iiigre- 
dltn^st 4 mg .((.tocopherol (in' a carrier of partially hydroge- 
wted vegetable oils including soybean, oil), , and gelatin; 
rlyceroU and purified water (componenta of the capsule 
ihiU). . 

ClINlCAL PHARMACOLOGY- 
Miehsnlsm of Action 

tlie;mechanism of action of Omacor is not completely un- 
derstood. Potential- mechanisms of action include inhibition 
of icyrGoA:l,2-diacylglyceroI acyltranaferase iand increased* 
peroxisomal p-oxidation.in the liver. Omacor may reduce 
ttw synthesis of triglycerides (TG8).in the Hvar beoauaa EPA 
ind DHA are poor substrates for ^the enzytnea responsible 
for TO synthesis, and EPA and DHA inhibit esterl flea tion of 
other fatty acids. 

Phirm SCO kinetic and BloavallabilKy Studies- 
b healthy .volunteers and in patients with hypertriglyceri- 
(ieBia'{HTG), EPA and DHA were'absbrbad when adminis- 
tkred as ethyl estera orally. Omega-3-acida administered as 
ethyl esters (Omacor) indu'ced significant, doae-dapendent 
increases in serum phospholipid EPA content, though in- 
ctiases in DHA content were: less marked and not dosa- 
depsndent when adminiatered aa' ethyl eaters. Uptake of 
EPA and' DHA into aerum phospholipids in subjects treated 
with Omacor was independent of-age (<49 years vs. 
£49 years). Females tended to have more uptake of EPA 
bto lerum Jihospholipids than males. Pharmacokinetic 
data on Omacor in' children are not'availablB. 
DnjB Interactlona 
. Cyioehnm* P4S0-D*p»ndant Monooxygsnata ActMths 
\ Tht effect of a mixture of free fatty acids (FFA), EPA/DHA 
ind their FFA-albumin coi^jugate on cytochrome -P450' 
: dependent monooxygenaae activities -waa assessed in hu- 
osn liver microsomes. At the 23 pM concentraUon, FFA re'- 
lalted-in a less than 32% inhibition of CYP1A2, 2A6, 2C9 
. «319, 2D6, 2E1, and 3A. At the -23 iiM' concentration, the 
FFA-albiimin coiyugate resulted in a less than 20% inhibi- 
■ tionorCYP2A6, 2C19. 2D6, and 3A. with a 68% inhibiUon 
. beinj seen for CYP2E1-. Since the free forma of the EPA and 
DHA are undetectable in the circulation «1 pM), clinically 
,. ripiificent drug-drug interactions duo to inhibition of P460 
- nediatad metaboliam EPA/DHA combinations are not ex- 
pected in humans. 

, cijNlCAL STUDIES 

^ peeffKte of Omacor 4 g per day were assessed in two ran- 
. dBaiMd, placebo-controlled, double-blind, parallel-group 
. rtcdiu of 84 adult patients (42 on Omacor, 42 on placebo) 
; with very high triglyceride leveU (Table 1). Patienta whose 
. bueline triglyceride levels were between 500 and 

JpOO mg/dL'were enrolled in these two studies of 6 and' 16 
■itresb duration. The median triglyceride and LDL-C levels 
^•ia these patienta .were 792 mg^dL and lOO.mg^dL, respec- 
'Mj, Median HDL-C level was 23.0 mgfdL, 

■Pei.table 1 above} 
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Tabia 1. Median Base lihe and .percent Change From Bas.llnt (n Lipid Paramettrs 





TO 


■ to 


L.*C 


. CHOL 


HDU-C 


vtDyc 


non-.HDL-C 


BL 


.% Chg 


BL 


%Chg 


, ' BL 


% Ch^. 


• BL 




BL ' 


%Chg 


' BL 


%'Ch^- 


Placebo 
Omacor 4^dBy 
Difference 

BL > Baseline (n 


788 
816 

ip'dL); ft 


+6.7 
.44.9 
•61.6 

Chg-P 


108 
89 

ercent CI 


•4.8 
+44.6 
449.3 


314/ 
298' 


: -i;7 
•9.7 
•8.0 

ne;'Diffe 


-'24 
. 22 


0.0 
■ +9.1 

+9.1. 


176 
Pkcebo 


-0.9- 
-41.7 
.40.8 


292 . 
271 


■-3.6 
-13.8 ' 
-10.2 



Table 2. Advarae, Event* \n Randomized, Placebo-Controlled,. Do ublt-BIind^v 



BODY SYSTEM 
Adverse Event . . 


Omacor . 
. .. IN 0 226)" 


Plaeabo* 


n 




n 


.. %. ■ 


Suhjecta with at least 1 adveree event 
Body as a whole 


60 






35:4 


63 






. 27.6 


Back pain 
Flu ayndrome 


5 
8 






2.2., 
3.5 


* 3 






*1.3 


Infection 
Pain 
Cardiovaacular 


10 - 
4 






4.4' 
1.8 


S 
5. 
3 






1.3 ■ 
.2.2 . 
1.3 


Angina pectoris 


3 






. 1.3. 








6;9 


Digestive 










2 - 








Dyspepsia 


■ 7 






3.1 










Eructation 
Skin 


■ U 






4.9 


6 

6- 






2.6 , 
2.2 


Rash 
Special senses 


■ 4- 






1.8 


1 






0.4 [ . 


Taste perversion 


6 






2.7 


0- 






0.0 ..... 



preferred term. 

*Placebo was com oil for all studies. " 

Omacor 4 g per day reduced median TG, VLDL-C. and non- 
HDI^C levels and increased median HDL-C from baseline 
relative to placebo: Omacor treatment to reduce very high 
TO levels may resultMn - elevations in LDL-C and 
non-HDL*C in some individuals.' 
Patients should be monitored to ensure that the LDL-C 
level does not increase "excessively; 
The effect of Omacor on the risk of pancreatitis in patients 
with very high TG levels. has hot' been evaluated. The effect' 
of Omacor on cardiovaacular mortality and morbidity in pa- 
tients with very high TO levels has not been determined. 
INDICATIONS.AND USAGE ' 

Omacor U indicated os an adjunct to diet to reduce very high 

500 mg/dL) triglyceride (TG) leveli in adalt patients. 
Usage Conslderetlons 

According to accepted clinical guidelines,, excess body 
weight end excess alcohol i'ntake may be important factory* 
in hypertriglyceridemia (HTG). and should be addressed be- 
fore initiating any drug therapy, Physical exercise can be an 
imporUnt ancillary measure. Diseases contributory to hy- 
perlipidemla, (such as.hypothyroidism'or diabete; mellitus) 
should be looked, for and adequately treated. Estrogen ther- 
apy, thiazide diuretics; and beta blockers are sometimes as* 
sociated with massive riaes in plasma TG levels. In such 
cases, diacontinuation of the specific etiologic agent may ob- 
viate the need for specific drug therapy for HTG. 
Ue use of lipid-regulating agents should be considered only 
when reasonable attenipta have been^made, to obtain satis- 
factory results with hon-drug methods, If the decision is 
made to use lipid-regulating- agents, the parent should' be 
adviaed.that us,a of Hpld-regulatlng agenta doea not reduce 
the importance of adhering to diet. (See PRECAUTIONS). 
; CONTRAriaJICATIONS 
Omacor is contcaindicated in patients who exhibit hyper- 
sensitivity to any coraponent 'of this medication. 

PRECAUTIONS - 
General " . . 
initial Therapy \ \ 

Laboratory studlea should be. periformed' to ascertain .that 
the patient's TG levels are consistently abnormal "before in- 
stitutmg.Omacor therapy. Every attempt sho^d be made to 
control serum TG levels with appropriate diet, exercise, 
weight loss in overweight patients, and control of any med- 
ical problems {such as. diabetes mellitus and hypothyroid-' 
ism) that may be contributing to the patient's TG abnormal- 
tUes. Medications known to exacerbate HTG (such as beta 
blockers, thiatides, and eatrogens) should be discontinued " 
or changed, if possible, bifore considering TG-lowering 
drug therapy. 
Contlnuad Therapy 

Laboratory studies should be performed periodically to mea- 
sure the patient'sTG levels during Omacor therapy. Omacor 
therapy should be withdrawn in patients who do not have 
an adequate -rcsponae after 2 months of treatment. 
Information for Patiants 

Omacor should be used with caution in patienta with known 
sensitivity or aUergy to fish. Patients should be adviaed that 
use of lipid-regulating agents doea not' reduce the impor- 
tance of adhering to diet. 
Laboratory .Teats 

In some patients. Increases in alanine aminotraasfe'rase 
(ALT), levels without a concurrent increase in aspartate 



arainotransferaae (AST) levels were observed. Alanine ami- 
notransferase levels should be monitored periodically dur* 
mg Omacor therapy. In some patienta, Omacor increased 
low-density lipoprotein cholesterol (LDL-C) levels. As with 
any lipid-regulating product; LDL-C levels should be moni- 
tored periodically during Omacor therapy. 
Drug Interactions • '-' 
Anttcoagulartte 

Some studies with omega-S-acids demonstrated prolonga- 
tion of bleeding time. The prolongation of bleeding time re-' 
ported in these studies has not exceeded normal Umits and- 
did not produce clinically significant bleeding episodes.' 
Clinical studies, have not been done to thoroughly examine- 
the effect of Omacor. and concomitant-.anticoagulants. Ea-. 
tients. receiving treatment with both Omacor. and anticoagu- 
lants should be monitored periodically. 
Cyioc/ifo/ne PASO-Dapandant Monopxyganaaa.Activiths 
Omega.3-fatty acid containing products have been shown to 
increase hepatic concentrations of cytochrome P460-and ac- 
tivitiesvof certain P460 enzymes in. rata. The potential of 
Omacor to induce P450 activitiea in humans has not been 
studied. 

Carclnogene*li,-Mutaaone»ls, Irnpalrment of Fertility 
In a rat carcinogenicity study with oral gavage doses of 100, 
600, -2000 mp4cg/day by oral gavage, males were treated 
with oraega;3-acid ethyl estera for 101* Weeka.and females • 
for 89 weeks without an increased incidence of tumors (up 
to 5 times human systemic expoaurer following an oral dose 
of 4 g/day based on a body surface area comparison). Stan- 
dard lifetime carcinogenicity bioassays were not conducted 
■in mice. • ... 

Omega-3-ecid ethyl esters were not mutagenic or clasto- 
genic with or without metabolic activation in the bacterial 
mutagenesis (Ames) test with Salmonella typhimurium and 
Escherichia coU'qt in the chromosomal aberration aasay io- 
Chinese hamster V79 lung cells or human lymphocytes. 
Omega- 3-acid ethyl esters were negative- in the in vivo 
mouse micronucleus assay. 

In a rat fertility study with oral gavage doses of lOOi 600, 
?000 mg/kg/day, males were treated for 10 weeks prior to 
mating and females were treated for 2 weeks prior to and 
throughout mating, -gestation and lacUtion. No adveree ef- 
fect on fertility was observed at 2000 mg/kg/day (5 Umee bu'- 
man systemic exposure following an oral dose of 4 ^day 
baaed on a body surface area comparison). 
Pregnancy Cetegory C 

There are no adequate and well-controlled studies in preg- 
nant women. It ig unknown wliether Omacor can cause fetal 
harm when administered to a pregnant woman Or can affect' 
reproductive capacity. Omacor should be used du'ring preg- 
nancy only if the potential benefit justifies the potential risk 
to the fetus. - . i- 

OmegB-3-acid ethyl esteri have been shown to have an em- 
bryoddal effect in pregnant rats when given in doses result- 
ing in exposures 7 times the recommended human dose of 
4 g/day baaed on a body surface area comparison. ' 
In female rats given oral gavage doses of 100, 600, 2000 mg/ 
kg/day begmning two weeks prior to mating and continuing 
through gestation and lactation, no advirae'effects were oh-* 
served m the high dose group (5 times human systemic ex- 
posure following an oral dose of 4 g/day based on body sur- 
face area comparison). 

Continued on rtoxt page. 
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